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(57) Abstract: The invention relates to compounds 
of the formula I: whercin: ring C is a 5 or 
6-niembered heteroaromatic ring containing at 
least one nitrogen atom and optionally containing 
a further 1-2 heteroatoms, selected independently 
(1^ from O, S and N; either any one of Gi, G2, G3, 
G4 and Gs is nitrogen and the other four are -CH-, 
or Gi, G2, G3, G4, and G5 are all - CH-; Z is -0-, 
-NH-, -S-, CH2-, or a direct bond; Z is linked to 
any one of Gi, G2, G3, and G4; n is an integer from 
0 to 5; any of the substituents R^ may be attached 
at any jfree carbon atom of the indole, azaindole or 
indazole group; m is an integer from 0 to 4, R*" represents hydrogen or another value as defined herein; represents hydrogen, 
0x0, hydroxy, halogeno, Ci^kyl, Ciw»alkoxy, Ci^allg^yCi^alkyl, aminoCi^alkyl, aminoCi.4alkyl, Ci-salkylaminoCi^kyl, 
di(Ci.3alkyl)aminoCi^kyl, -Ci.5alkyl(ring B) wherein ring B is selected from azetidinyl, pynolidinyl, piperidinyl, piperazinyl, 
N-mediylpiperzinyl, N-ethylpiperazinyl, morpholino and thiomorpholino; R^ represents hydrogen, hydroxy, halogeno, cyano. 
nitro, trifuloromethyl, C loalkyl Ci^alkoxy, Ci.3alkylsu]phanyl,-NR^R* /wherein R^ and R* which may be the same or difiierent, 
each represents hydrogen or Ci.salkyl), or R^X^-(wherein and are as defined herein) and salts thereof, processes for the 
preparation of such compounds, pharmaceutical compositions containing a compound of formula I or a pharmaceutically acceptable 
salt thereof as active ingredient and the use of compound of formula I in the manufacture of a medicament for the ptoduction of 
an antiangiogenic and/or vascular permeability reducing effect in warm-blooded animals. The compounds of formula I and the 
pharmaceutically acceptable slats thereof inhibit the effects of VEGF, a property of value in the treatment of a number of disease 
states including cancer and iheumatoid arthritis. 
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ANTIANGIOOENIC BIC YCIJC DEMVATTVES 

The present inveation relates to indole^ azaindole and indazole derivatives, 
processes for their prqparatiouy pharmaceutical compositions ccmtaimng them as^active 
5 ingredient, methods for the treatment of disease states associated with angiogdaesis and/or 
increased vascular permeability, to their use as medicaments and to their use itlofe 



manuftcture of medicaments for use in the production of antiangiogenic and/c^pscular 



permeability reducing effects in warm-blooded animals such as humans. 

Normal angiogenesis plays an important role in a variety of processes including 

10 embryonic developmrat, wound healing and several components of female reproductive 
function. Undesirable or pathological angiogenesis has been associated with disease states 
including diabetic retinopathy, psoriasis, cancer, rheumatoid arthritis, atheroma, Kaposi's 
sarcoma and haemangioma (Fan et al, 1995, Trends PharmacoL Sci. 16: S7-6^;i^o]]anan, 
1995, Nature Medicme 1: 27-31). Alteration of vasciilarpermeabiHty is thou^^ 

15 in both normal and pathological physiological processes (CuUinan-Bove et al,^li^3. 

Endocrinology 133: 829-837; Senger et al, 1993, Cancer and Metastasis Reviews, 12: 303- 
324). Several polypeptides wi& in vitn>endotheMcdlgp>wth|^ 
identified including, acidic and basic fibroblast growth fexAois (aFOF & bFGP) and vascular 
Endothelial growth factor (VEOF). By virtue of the restricted e3q>ression of its recq>tors, the 

20 growth &ctor activity of VEGF, in contrast to tiiat of the FGFs, is relatively specific towards 
endothelial cells. Recent evidence indicates that VEGF is an inq>ortant stimulator of botii 
normal and pathological angiogmesis (Jakeman et al, 1993, Endocrinology, 133: 848-859; 
Kolch et al, 1995, Breast Cancer Research and Treatment, 36:139-155) and vascular 
permeability (Connolly et al, 1989, J. Biol. Chem. 264: 20017-20024). Antagonism of VEGF 

25 action by sequestration of VEGF with antibody can result in inhibition of tumoii growth (Kim 
et al, 1993, Nature 362: 841-844). Basic FGF (bFGF) is apotent stimulator of angiogenesis 
(e.g. Hayek et al, 1987, Biochem. Biophys. Res. Commun. 147: 876-880) and raised levels of 
FGFs have been found in the serum (Fujimoto et al, 1991, Biochem. Biophys. Res. Ccmmran. 
180: 386-392) and urine (Nguyen et al, 1993, J. NatL Cancer. Inst 85: 241-242) Vf patients 

30 withcancOT. 

Receptor tyrosine kinases (RTKs) are inq>ortant in the transmission of biochemical 
signals across the plasma membrane of cells. These transmembrane molecules 
characteristically consist of an extracellular ligand-binding domain coimected tbixmg}i a 
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segment in flie plasma membrane to an intracellular tyrosine kinase domain. Binding of 
Hgand to the receptor results in stimulation of the receptor-associated tyrosine kinase activity 
which leads to phosphorylation of tyrosine residues on both the receptor and other 
5 intracellular molecules. These changes in tyrosine phosphorylation initiate a signalling 
cascade leading to a variety of cellular responses. To date, at least nineteen distinct RTK 
subfamilies, defined by amino acid sequence homology, have been identified. One of these 
subfamilies is presently comprised by the fins-like tyrosine kinase receptor, Fit or Fltl, the 
kinase insert domain-containing receptor, KDR (also referred to as Flk-l), and another 

10 fins-like tyrosine kinase receptor, Flt4. Two of these related RTKs, Fit and KDR, have been 
shown to bind VEGF with high affinity (De Vries et al, 1992, Science 255: 989-991; Terman 
et al, 1992, Biochem. Biophys. Res. Comm. 1992, 187: 1579-1586). Binding of VEGF to 
these receptors expressed in heterologous cells has be^ associated with changes in the 
tyrosine phosphorylation status of cellular proteins and calcium fluxes. 

1 5 The presmt invention is based on the discovery of compounds that surprisingly inhibit 

the effects of VEGF, a property of value in the treatment of disease states associated with 
angiogenesis and/or increased vascular permeability such as cancCT, diabetes, psoriasis, 
rheumatoid arthritis, Elaposi's sarcoma, haemangioma, acute and chronic nephropathies, 
atheroma, arterial restenosis, autoimmune diseases, acute inflanomation, excessive scar 

20 formation and adhesions, lymphoedema, endometriosis, dysfimctional uterine bleeding and 
ocular diseases with retinal vessel proliferation. Compounds of the present invention 
generally possess higher potency against VEGF receptor tyrosine kinase than against 
epidermal growth factor (EGF) receptor tyrosine kinase. Compounds of the invention which 
have been tested possess activity against VEGF receptor tyrosine kinase such that they may be 

25 used in an amount sufficient to inhibit VEGF receptor tyrosine kinase whilst demonstrating no 
significant activity against EGF receptor tyrosine kinase. Compounds of the present invention 
generally possess higher potency against VEGF receptor tyrosine kinase than against FGF Rl 
receptor tyrosine kinase. Compounds of the invention which have been tested possess activity 
against VEGF receptor tyrosine kinase such that they may be used in an amount suflficient to 

30 inhibit VEGF receptor tyrosine kinase whilst demonstrating no significant activity against 
FGF Rl receptor tyrosine kinase. 

According to one aspect of the present invention there is provided the use of a 
compoimd of the formula I: 
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5 




(R)n 



0) 



10 



wherein: 



ring C is a 5 or 6-membered heteroaromatic ring containing at least one nitrogen atom and 
optionally containing a further 1-2 heteroatoms, selected independently fiom 0» S and N; 
either any one of Gi, Gi, G3, G4 and Gs is nitrogen and the other four are -CH-, 
15 orGi,G2,G3,G4andG5areall-CHs 

Z is -0-, -NH-, -S", -CH2- or a direct bond; Z is linked to any one of Gi, G2, G3 and G4 which 
is a free carbon atom; 

n is an integer from 0 to 5; any of the substituents may be attached at any free carbon atom 

of the indole, azaindole or indazole group, such free carbon atoms maybe Gi, G2, G3, G4 or 
20 Gs or may be at the 3 -position of the indole, azaindole or indazole group; 

m is an integer from 0 to 4; 

represCTts hydrogen, Ci-4allcyl, Ci^alkoxyCi^alkyl, aminoCMalkyl, Ci.salkylaminoCi- 

4a]k)d, di(Ci.3aIkyl)aminoCMaIkyl, Ca-salkenylaminoCMalkyl, Ca-salkynylaniinoCi^alkyl, - 

Ci-5aIkyl(Ting A) wherein ring A is selected from azetidmyl, pyrrolidinyl, piperidinyl, 
25 piperazinyl, moxpholino and thiomorphohno and wherein ring A may bear one or more 

substituents selected from CMalkyl, Ca-salkenyl, C2-5aIkynyl, hydroxy, 0x0, halogeno, cyano, 

cyanoCMalkyl, CMalkylsulphonyl and CMalkanoyl; 

R^ represents hydrogen, 0x0, hydroxy, halogeno, CMalkyl, CMalkoxy, Ci^alkoxyCMalkyl, 
aminoCMalkyl, CioalkylaminoCMalkyl, di(Ci.3alkyI)aminoCMalkyl, -Ci-5alkyl(ring B) 
30 wherein ring B is selected from azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl, N- 
methylpiperazinyl, N-efhylpiperazinyl, morpholino and thiomorpholino; 
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represents hydrogen, hydroxy, halogeno, cyano, nitro, trifluoromethyl, Ci-aalkyl, Ci- 
aalkoxy, Ci-salkylsulphanyl, -NR^'* (wherein and R^, which maybe the same or different, 
each represents hydrogen or Ci-salkyl), or.R^X^- (wherein represents a direct bond, -0-, - 

5 

CH2-, -0C(0)-, -C(0)-, -S-, -so-, -SO2-, -NR^C(O)-, -C(0)NR^-, -S02NR^-, -NR^SOa- or - 
NR^°- (wherein R^, R^, R^ and R^^ each independently represents hydrogen, Ci-aalkyl or 
Ci.3alkoxyC2-3alkyl), and R^ is selected jfrom one of the following twenty-two groups: 

1) hydrogen, oxiranylCi-4alkyl or Ci-5alkyl which may be unsubstituted or which may be 

10 substituted with one or more groups selected from hydroxy, fluoro, chloro, bromo and amino; 

2) Ci.5allcylX^C(0)R^^ (wherein represents -O- or -NR^^- (in which R^^ represents 
hydrogen, Ci-salkyi or Ci.3alkoxyC2.3alkyl) and R^^ represents Ci-aalkyl, -NR^ or -OR^^ 
(wherein R^^, R^"^ and R^^ which may be the same or different each represents hydrogen, Ci- 
salkyl or Ci-3alkoxyC2-3alkyl)); 

15 3) Ci.salkylX^R^^ (wherein X^ represents -0-, -S-, -S0>, -SO2-, -0C(0)-, -NR"C(0)-, - 
C(0)NR^^-, -SOsNR^^-, -NR^^S02- or -NR^^- (wherein R", R^^ R^^ R^^ and R^^ each 
independently represents hydrogen, Ci-salkyl or Ci-3alkoxyC2-3alkyl) and R^^ represents 
hydrogen, Ci-salkyl, cyclopentyl, cyclohexyl or a 4-, 5- or 6-membered saturated heterocycUc 
group with 1-2 heteroatoms, selected independently from O, S and N, which Cioalkyl group 

20 may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno and CMalkoxy and which 
cyclic group may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno, cyano, Ci. 
4cyanoalkyl, CMalkyl, CMhydroxyalkyl, Ci^alkoxy, CMaUcoxyCi^alkyl, Cu 
4alkylsulphonylCMalkyl, Ci^alkoxycarbonyl, CMaminoalkyl, CMalkylamino, di(Ci. 
4alkyl)amino, CMalkylaminoCMalkyl, di(Ci_4alkyl)ai]LmioCi-4alkyl, Ci^alkylaininoCi-4alkoxy, 

25 di(CMaIkyl)aminoCMalkoxy and a group -(-0-)f(CMalkyl)gringD (wherein f is 0 or 1, g is 0 
or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 heteroatoms, 
selected independently from O, S and N, which cycUc group may bear one or more 
substituents selected from CMalkyl)); 

4) Ci-salkylX^Ci.salkylX^R^^ (wherein X"^ and X^ which may be the same or different are each 
30 -0-, -S., -SO-, -SO2-, -NR^^C(0>, -C(0)NR^^, -SOjNR^^ -NR^^SOz- or -NR^^- (wherein 
R^^ R^"^, R^^, R^^ and R^'' each independently represents hydrogen, Cioalkyl or Ci-3alkoxyC2. 
3alkyl) andR^ represents hydrogen, Ci.salkyl or Ci.3alkoxyC2-3alkyl); 
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is a 4-, S- or 6-inembered saturated heterocyclic group (linked via carbon 
or nitrogen) with 1-2 heteroatoms, selected independently from O, S and N, which 
heterocyclic group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, 
5 CMcyanoalkyl, CMalkyl, CMhydroxyalkyl, Cualkoxy, CMalkanoyl, CMalkoxyCMalkyl, Ci. 
4aIkylsulphonyl, CMalkylsulphonylCMalkyl, Ci-4alkoxycarbonyl, CMaminoalkyl, Ci. 
4alkylaniino, di(Ci-4alkyl)amino, CMalkylaminoCi^allc/l, di(CMalkyl)aminoCMalkyl, Cu 

4alkylaminoCMalkoxy, di(Ci-4alkyl)aminoCMaIkoxy and a group -(-0-)f(CMalkyl)gringD 
10 (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated hetCTocyclic 
group with 1-2 heteroatoms, selected independently from 0» S and N, which cycUc groiq> may 
bear one or more substituents selected from CMalkyl)); 

6) Ci.salkylR^^ (wherein R^^ is as dejSned hereinbefore); 

7) C2.5alkenylR^^ (wherein R^* is as defined herdmbefore); 
15 8) Ci-salkynylR^^ (wherein R^^ is as defined hereinbefore); 

9) R^^ (wherein R^^ represents a pyridone group, a phenyl group or a 5-6-membered aromatic 
heterocyclic group (linked via carbon or nitrogen) with 1-3 heteroatoms selected from O, N 
and S, which p)ridone, phenyl or aromatic heterocychc group may carry up to 5 substituents 
selected from hydroxy, halogeno, amino, Ci^alkyl, Ci^alkoxy, Ci^^hydroxyalkyl, Ci. 

20 4amiTioalkyl, CMalkylamino, Ci^ydroxyalkoxy, carboxy, trifluoromethyl, cyano, - 
C(0)NR^ V\ -NR^^C(0)R^^ (wherein R^^ R^^ R^^ and R^^ which may be the same or 
different, each represents hydrogen, Ci-4alk/l or Ci.3a]koxyC2-3alkyl) and a group -(-0-)f(Ci- 
4alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated 
heterocyclic group with 1-2 heteroatoms, selected independently from O, S and N, which 

25 cycUc group may bear one or more substituents selected from CMalkyl)); 

10) Ci.salkyK.^^ (wherein R^^ is as defined hereinbefore); 

11) C2-5alkenylR^^ (whereinR^^ is as defined hereinbefore); 

12) C2-5alkynyIR^^ (wherein R^^ is as defined hereinbefore); 

13) Ci-salkylX^^^ (wherein represents -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, -C(0)NR^^-, - 
30 S02NR^^-, -NR^^S02- or -NR^^- (wherein R^^ R^^ R^^ R^^ and R^^ each independently 

represents hydrogen, Ci-aalkyl or Ci-3a]koxyC2-3alkyl) and R^^ is as defined hereinbefore); 



wo 02/16348 



PCT/GBOl/03585 



-6- 

14) C2.5alkenyIxV^ (wherein represents -0-, -S-, -SO-, -SQa-, -NR^^C(OK -C(0)NR'^-, 
^S02NR'^^-, -NR^^SOz- or -NR^^- (wherein R^, R'^^ R^^ and R^^ each independently 
represents hydrogen, Ci-aalkyl or Ci-salkoxyCa-aall^l) and R^^ is as defined herembefore); 
5 15) C2.5alkynylX^R^^ (wherein represents -SO-, -SO2-, -NR^C(O)-, -C(0)NR^^-, 

-S02NR'^-, -NR'^''S02- or -NR^^^- (wherein R^^, R'*^ R'^^ R^'^ and R"^^ each independently 
represents hydrogen, Ci-aalkyl or Ci-3alkoxyC2.3alkyl) and R^^ is as defined hereinbefore); 

16) Ci^alkylX^Ci^alkylR^^ (wherein represents -0-, -S-, -SO-, -SO2-, -NR^^C(0)., - 
C(0)NR^^-, -SOzNR^^-, -NR^^S02- or -NR^^- (wherein R^^ R^^ R^^ andR^^ each 

10 independently represents hydrogen, Ci.aalkyI or Ci-3aIkoxyC2-3alkyl) and R^^ is as defined 
hereinbefore); 

17) CMalkylX^Ci^alkylR^ (wherem X® andR^^ are as defined hereinbefore); 

18) C2.5alkmyl which may be unsubstituted or which may be substituted with one or more 
15 groups selected fix>m hydroxy, fluoro, amino, CMalkylamino, N,N-di(CMalkyl)aniino, 

aminosulphonyl, N-Ci^jalkylaminosulphonyl and NyN-di(Ct,iiaIkyl)antiinosulphonyl; 

1 9) C2.5alkynyl which may be unsubstituted or which may be substituted with one or more 
groups selected fi-om hydroxy, fluoro, amino, CMalkylamino, N,N-di(CMalkyl)amino, 
aminosulphonyl, N-CMalkylaminosulphonyl and N,N-di(CMalkyl)aniinosulphonyl; 

20 20) C2-5alkenylX^Ci^alkyIR^^ (wherein and R^^ are as defined hereinbefore); 

21) C2.5aIkynylX^Ci^alkylR^^ (wherein X^ and R^^ are as defined hereinbefore); and 

22) CwalkylR^(Ci^alkyl)q(XV' (wherein is as defined hereinbefore, q is 0 or 1, r is 0 
or 1, and R^" and R^^ are each independently selected fix>m hydrogen, Ci.salkyi, cyclopentyl, 
cyclohexyl and a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 heteroatoms, 

25 selected independently fipom O, S and N, which Ci-aalkyl group may bear 1 or 2 substituents 
selected firom 0x0, hydroxy, halogeno and CMalkoxy and which cyclic group may bear 1 or 2 
substituents selected fix^m 0x0, hydroxy, halogeno, cyano, CMcyanoalkyl, CMallsyl, Ci- 
4hydroxyalkyl, Ci-4alkoxy, CMalkoxyCi.4alkyl, Ci-4alkylsulphonylCMaIkyl, Ci. 
4alkoxycarbonyl, CMaminoalkyl, CMalkylamino, di(Ci-4alkyl)amino, CMalkylaminoCi- 

30 4alkyl, di(CMalkyl)amiaoCMalkyI, CMalkylaminoCMalkoxy, di(Ci-4alkyl)aminoCwalkoxy 
and a group -(-0-)f(Ci-4alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6- 
naembered saturated heterocyclic group with 1-2 heteroatoms, selected independently firom O, 
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S and N, which cyclic group may hear one or more substituents selected firom CMalkyl), with 
the proviso that R^"^ cannot be hydrogen); 

and additionally wherein any Ci.salkyl, Ci-salkenyl or C2.5alkynyl group in R^X^- may bear 
5 one or more substituents selected from hydroxy, halogeno and amino); 

or a salt thereof, or a prodrug thereof for example an ester or an amide, in the manufacture of a 

medicament for use in the production of an antiangiogenic and/or vascular permeability 

reducing effect in warm-blooded animals such as humans. 

According to another aspect of the present invention there is provided the use of a 
10 compound of the formula I^: 



15 



20 




(I^) 

wherein: 

25 ring C is a 5 or 6-membered heteroaromatic ring containing at least one nitrogen atom and 
optionally containing a further 1-2 heteroatoms, selected independently from O, S and N; 
Z is -0-, -NH-, -S-, -CH2- or a direct bond; Z is linked to the benz ring of the indole group at 
any of the positions 4-, 5-, 6- or 7- of the indole groiQ>; 

n is an integer from 0 to 5; any of the substitutents may be attached at any free carbon atom 
30 of the indole group, such free carbon atoms may be at positions 2-, 3-, 4-, 5-, 6-, or 7- of the 
indole group; 

m is an integer from 0 to 4; 
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represents hydrogen, CMalkyl, Ci-salkoxyCMalkyl, aminoCMalkyl, Ci.aalkylaminoCi- 
4alkyl, di(Ci-3alkyl)anainoCMallcyl, -Ci.5alkyl(ring A) wherein ring A is selected from 
azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl, N-methylpiperazinyl, N-ethylpiperazinyl, 
5 morpholino and thiomorpholino; 

represents hydrogen, oxo, hydroxy^ halogeno, Ci^alkyl, CMalkoxy, Ci^alkoxyCMalkyl, 
aminoCMalkyl, Ci-salkylaminoCMalkyl, di(Ci.3alkyl)aminoCMalkyl, -Cu5alkyl(ring B) 
wherein ring B is selected from azetidinyl, pyrrohdinyl, piperidinyl, piperazinyl, N- 
methylpiperazinyl, N-ethylpiperazinyl, morpholino and thiomorpholino; 
10 R^ represents hydrogen, hydroxy, halogeno, cyano, nitro, trifluoromethyl, Ci-aalkyl, Ci. 

3alkoxy, Ci-aalkylsulphanyl, -NR^"* (wherein R"^ and R^ which maybe the same or different, 
each represents hydrogen or Ci-salkyl), or R^X^- (wherein represents a direct bond, -0-, - 
CH2-, -0C(0)-, -C(0)-, -S-, -SO-, -SO2-, -NR^C(O)-, -C(0)NR^-, -SOiNR^-, -NR^SOz- or - 
NR^^- (wherein R^, R^, R^, R^ and R^^ each independently represents hydrogen, Ci-sallcyl or 
15 Ci-3alkoxyC2-3aIkyl), and R^ is selected from one of the following twenty-two groups: 

1) hydrogen, oxiranylCi^alkyl or Ci>5alkyl which maybe unsubstituted or which maybe 
substituted with one or more groups selected from hydroxy, fluoro, chloro, bromo and amino; 

2) Ci.5alkylX^C(0)R^^ (wherein represents -O- or -NR^^- (in which R^^ represents 
hydrogen, Ci-3alkyl or Ci-3alkoxyC2-3alkyl) and R^^ represents Ci-3alkyl, -NR^^R^"^ or -OR^^ 

20 (wherein R^\ R^"^ and R^^ which may be the same or different each represents hydrogen, Ci- 
salkyl or Ci-3alkoxyC2>3alkyl)); 

3) Ci.salkylX^R^^ (wherein X^ represents -0-, -S-, -SO-, -SO2-, -0C(0)-, -NR*^C(0)-, - 
C(0)NR^^-, -SOsNR^^-, -NR^^S02- or -NR^^- (wherem R^^ R^^ R^^ R^^ and R^^ each 
independently represents hydrogea, Ci-salkyl or Ci-3alkoxyC2.3alkyl) and R^^ repres^ts 

25 hydrogen, Cusalkyl, cyclopentyl, cyclohexyl or a 4-, 5- or 6-membered saturated heterocyclic 
group with 1-2 heteroatoms, selected mdependently from O, S and N, which Ci-salkyl group 
may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno and CMalkoxy and which 
cyclic group may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno, cyano, Ci- 
4cyanoalkyl, d^alkyl, Ci-4hydroxyallcyl, CMalkoxy, CMalkoxyCMaUcyl, Ci- 

30 4alkylsulphonylCMaIkyl, Ci-4alkoxycarbonyl, Ci^aminoaDcyl, CMalkylamino, di(Ci_ 

4alkyl)amino, CMalkylaminoCMalkyl, di(CMalkyl)aminoCi^alkyl, Ci^alkylaminoCMalkoxy, 
di(Ci.4alkyl)aniinoCMalkoxy and a group ~(-0-)f(Ci-4alkyl)gringD (wherein f is 0 or 1, g is 0 
or 1 and ring D is a 4-, 5- or 6-membered saturated heterocychc group with 1-2 heteroatoms, 
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seiected independently fiom O, S and N, which cyclic group may bear one or more 
substitaents selected from CMalkyl)); 

4) Ci-5alkylX^Ci.5alkylX^^ (wherein X* and which may be the same or different are each 
5 -O., -SO-, -NR^C(0>, -C(0)NR^\ -SOaNR^^ -NR^^SOa- or -NR^'- (wherein 

R^, R^, R^^, R^^ and R^^ each independently represents hydrogen, Ci-3alkyl or Ci-aalkoxyCz- 
aalkyl) and R^ represents hydrogen, Ci.salkyl or Ci-salkoxyCj-salkyl); 

5) R^^ (wherein R^^ is a 4-, 5- or 6-membered saturated heterocyclic group (linked via carbon 
or nitrogen) with 1-2 heteroatoms, selected independently jfrom O, S and N, which 

10 heterocyclic group may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno, cyano, 
CMcyanoaUcyl, Ci-^alkyl, Ci_4hydroxyalkyl, d^alkoxy, CMalkoxyCMalkyl, Ci- 
4alkylsulphonylCMalkyl5 CMalkoxycarbonyl, Ci-4aminoalkyl, CMalkylamino, di(Ci- 
4alkyl)aniino, CMaIkylaminoCi-4alkyl, di(CMalkyl)aminoCi^alkyl, CMalkylaminoCMalkoxy, 
di(Ci-4alkyl)aminoCi-4alkoxy and a group -(-0-)f(CMalkyl)gringD (wherein f is 0 or 1, g is 0 

15 or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic groiq) with 1-2 heteroatoms, 
selected independently from 0, S and N, which cyclic group may bear one or more 
substituents selected from Ci^alkyl)); 

6) Ci-salkylR^^ (wherein R^ is as defined hereinbefore); 

7) C2-5alkenylR^^ (wherein R^* is as defined hereinbefore); 
20 8)C2.5aUcynyIR^^(wheremR^^ is as defined hereinbefore); 

9) R^^ (wherein R^^ represents a pyridone group, a phenyl group or a 5-6-membered aromatic 
heterocyclic group (linked via carbon or nitrogen) with 1-3 heteroatoms selected from O, N 
and S, which pyridone, phenyl or aromatic heterocyclic group may carry up to 5 substituents 
selected from hydroxy, halogeno, amino, CMalkyl, Ci^alkoxy, C]-4hydroxyalkyl, Ci. 

25 4aimnoalkyl, CMalkylamino, Ci-4hydroxyalkoxy, carboxy, trifluoromethyl, cyano, - 
C(0)NR^ V\ -NR^^C(0)R^^ (wherein R^^ R^^ and R^^ which may be the same or 
different, each represents hydrogen, Ci_4alkyl or Ci-salkoxyCa-aalkyl) and a group -(-0-)f(Ci. 
4allq^l)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated 
heterocyclic groi^ with 1-2 heteroatoms, selected independently from O, S andN, which 

30 cyclic group may bear one or more substituents selected from CMalkyl)); 

10) Ci-salkjdR^^ (wherein R^^ is as defined hereinbefore); 

1 1) Cz-salkenym.^^ (wherein R^^ is as defined hereinbefore); 

12) C2-5alkynylR^^ (wherein R^^ is as defined hereinbefore); 
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13) Ci.salkylX^R^^ (wherein represents -O-, -S-, -SO-, -SO2-, -NR^^C(O)-, -C(0)NR^^-, - 
SOaNR^^-, -NR^^SOa- or -NR^**- (wherein R^^ R^'^ and R^^ each independently 

represents hydrogen, Ci-aalkyl or CioalkoxyCa-salkyl) and R^^ is as defined hereinbefore); 
5 14) Cz-salkenylxV^ (wherein represents -S-, -SO-, -SO2-, -NR^^C(0)-, -C(0)KR^-, 
-SOaNR^^-, -NR'^^SOz- or -NR^^- (wherein R^^ R^^ R^\ R^^ and R"^^ each independently 
represents hydrogen, Ci.3alkyl or Ci.3alkoxyC2-3alkyl) and R*^^ is as defined hereinbefore); 

15) Ci-salkynylxV^ (wherein represents -0-, -S-, -SO-, -SO2-, -NR^C(O)-, -C(0)NR^^-, 
-S02NR'^^-, -NR^^S02- or -NR^^- (wherein R^, R'^^ R'^^ R^^ and R^^ each independently 

10 represents hydrogen, Ci-3alkyl or Ci-aalkoxyCioalkyl) and R^^ is as defined hereinbefore); 

16) CMalkylX^CMElkylR^^ (wherein X^ represents -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, - 
C(0)NR^% -SOzNR^^-, -NR^^SOi- or -NR^^- (wherein R^^ R^°, R^^ and R" each 
independently represents hydrogen, Ci-salkyl or Ci-3alkoxyC2.3aIkyl) and R^^ is as defined 
hereinbefore); 

15 17) CMalkylX^CMalkylR^^ (wherein X? and R^^ are as defined hereinbefore); 

1 8) Ca-salkenyl which may be unsubstituted or which may be substituted with one or more 
groups selected firom hydroxy, fluoro, amino, Ci-4alkylamino, N,N-di(Ci-4alkyl)amino, 
aminosulphonyl, N-CMalkylaminosulphonyl and N,N-di(CMalkyl)aminosulphonyl; 

1 9) C2.5alkynyl which may be unsubstituted or which may be substituted with one or more 
20 groups selected fi-om hydroxy, fluoro, amino, Ci-4alkylamino, N,N-di(Ci-4alkyl)aniino, 

aminosulphonyl, N-Ci_4alkylaniinosiilphonyl and N,N-di(CMalkyl)aminosulphonyl; 

20) C2.5alkenylX^CMalkylR^^ (wherein X^ and R^^ are as defined hereinbefore); 

21) C2-5alkynylX^Ci-4aIkylR^^ (wherein X^ and R^^ are as defined hereinbefore); and 

22) CMaikylR^\CMalkyl)q(X^)rR^^ (wherein is as defined hereinbefore, q is 0 or 1, r is 0 
25 or 1, and R^"^ and R^^ are each independently selected firom hydrogen, Ci-salkyl, cyclopentyl, 

cyclohexyl and a 4-, 5- or 6-membered saturated heterocycUc group with 1-2 heteroatoms, 
selected independently firom O, S and N, which Ci-aalkyl group may bear 1 or 2 substituents 
selected firom 0x0, hydroxy, halogeno and CMalkoxy and which cychc group may bear 1 or 2 
substituents selected firom 0x0, hydroxy, halogeno, cyano, Ci-4cyanoaIkyl, CMalkyl, Ci, 
30 4hydroxyalkyl, Ci^alkoxy, Ci-4alkoxyCi-4alkyl, Ci-4aIkylsulphonylCij|alkyl, d. 

4aIkoxycarbonyI, Ci^aminoalkyl, CMalkylamino, di(CMalkyl)amino, Ci.4alkylaminoCi. 
4a]kyl, di(CMalkyi)aminoCMa]kyl, CMalkylaminoCMalkoxy, di(CMaIkyl)aminoCi-4alkoxy 
and a group -(-0-)f(CMalkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6- 
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membered saturated heterocyclic group with 1-2 heteroatoms, selected independently from O, 
S and N, which cyclic group may bear one or more substituents selected from Ct-4alkyl), with 
the proviso that cannot be hydrogen); 
5 and additionally wherein any Ci-salkyl, C2-5alkenyl or Ca-salkynyl group in R^X^- may bear 
one or more substituents selected from hydroxy, halogeno and amino); 
or a salt thereof, or a prodrug thereof for example an ester or an amide, in the manufacture of a 
medicament for use in the production of an antiangiogenic and/or vascular pemieability 
reducing effect in warm-blooded animals such as humans. 
1 0 Preferably ring C is selected from one of the following seven moieties: 

6 6 6 6 

(0 (ii) (iii) (iv) 




wherein Z is as defined hereinbefore but is not part of ring Q it is shown for the purpose of 
clarity^ and wherein alternatives for the values at certain positions of ring C are indicated by 
1 5 . the possible values separated by commas. 

More preferably ring C is a pyrimidine ring or a pyridyl ring. 
Preferably Z is -0-, -NH-, -S- or a direct bond. 
More preferably Z is -0-, -NH- or -S-. 
Particularly Z is -O- or -NH-, especially 
20 Preferably Z is linked to the indole, azaindole or indazole group at the 5- or 6-positions 

of the indole, azaindole or indazole group. 

More preferably Z is linked to the indole, azaindole or indazole group at the S-position 
of the indole, azaindole or indazole group. 

Preferably Z is linked to an indole group at the 5- or 6-positions of the indole group. 
25 More preferably Z is linked to an indole group at the 5-position of the indole group. 
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Preferably represents hydrogen, Ci-aalkyl, C2.3alkenylaminoC2-3all£yl, C2. 
salkynylaminoCi-aalkyl or -C2^alkyl(ring A) wherein ring A is selected from piperidinyl and 
piperazinyl and wherein ring A may bear one or more substituents selected from Ci-2alkyl, C2- 
5 aalkenyl, Ci-salkynyl, hydroxy, cyano, cyanoCi-aalkyl, Ci-2alkylsulphonyl and Ci.2aIkanoyL 

More preferably represents hydrogen, methyl, C2-3alkenylaminoC2~3alkyl, C2- 
3alkynylariiinoC2.3alkyl or -C2-3alkyl(ring A) wherein ring A is selected from 4- 
acetylpiperazin-l-yl, 4-methylsnlphonylpipera2in-l-yl, 4-cyanopiperazin-l-yl, 4- 
cyanomethylpiperazin- 1 -yl, 4-(prop-2-en-l -yl)piperazin- 1 -yl, 4-(prop-2-yn-l-yl)piperazin- 1 -yl 
1 0 and 4-hydroxypiperidino. 

Particularly R^ is hydrogen or methyl, especially hydrogen. 

Advantageously R^ represents hydrogen, 0x0, hydroxy, halogeno, CMalkyl, Ci- 
4aIkoxy, CMalkoxyCi^alkyl, aminoCMalkyl, Ci-3alkylaminoCi-4alkyl, di(Ci.3a]kyl)aminoCi- 
4alkyl, -Ci.5alkyl(ring B) wherein ring B is selected from azetidin-l-yl, pyrrolidin-l-yl, 
15 piperidin-l-yl, piperazin-l-yl, N-methylpiperazin-l-yl, N-ethylpiperazin-l-yl, moipholino and 
thiomorpholino. 

Particularly R^ represents methyl, ethyl, trifluoromethyl or halogeno. 

Especially R^ represents methyl, fluoro, chloro or bromo, more especially methyl or 

fluoro. 

20 Preferably n is an integer from 0 to 3 . 

More preferably n is 0, 1 or 2. 

According to one aspect of the present invention Gi is nitrogen and G2, G3, G4 and 
G5 are -CH- forming an azaindole moiety which may bear one or more substituents R^ as 
defined hereinbefore. 

25 According to another aspect of the present invention G5 is nitrogen and Gi, G2, G3 

and G4 are -CH- forming an indazole moiety which may bear one or more substituents R^ as 
defined hereinbefore. 

According to another aspect of the present invention Gi, G2, G3, G4 and G5 are 
all -CH- forming an indole moiety which may bear one or more substituents B} as defined 

30 hereinbefore. 

In one embodiment of the invention the optionally substituted indole, azaindole or 
indazole moiety of formula H: 
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5 




(n) 

wherein R^, Gi, G2, 63, G4 and G5 and n are as defined hereinbefore; 
10 is selected from the indole moieties: 

4-fluoro-2-methylindol-5-yl, 2"methylindoI-5-yl, 2-methyIindol-6-yl, 2,3-dimefhylindol-5-yl, 
l-methylindol-5-yl, l,2-dimethylindol-5-yl, 4-fluoroindol-5-yl, 6-fluoroindol-5-yl, indol-5-yl 
and 3-methylindol-5-yl, 
the azaindole moieties: 




li/"pyrrolo[2,3-&]pyridin-5-yl and 2-methyH//-pyrrolo[2,3-&]pyridin-5-yl, 
and the indazole moiety: 




lH-indazol-5-yl. 

The indole moieties are preferred over the azaindole and indazole moieties. 

In one embodiment of the invention the optionally substituted indole moiety of 
formula tf: 
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5 

wherein R\ and n are as defined hereinbefore; 

is selected from 4-fluoro-2-methylindol-5-yl, 2-methylindol-5-yl, 2-methylindol-6-yl, 2,3- 
dimethylindol-5-yl, l-methylindol-5-yl, l52-dimethylindol-5-yl, 4-fluoroindol-5-yl, 6- 
10 fluoroindoI-5-yl and indol-5-yL 

Particularly the optionally substituted indole moiety of formula n is selected from 4-fluoro-2- 
methylindol-5-yl, 4-£luoroindol-5-yl and 6-fluoroindol-5-yl, more especially from 4-fluoro-2- 
methylindol-5-yl. 

Preferably m is 1 or 2. 

1 5 Advantageously represents a direct bond, -0-, -S-, -NR^C(0>, -NR^SOz- or - 

NR^^- (wherein R^, R^ and R^° each mdependently represents hydrogen, Ci-2alkyl or Ci- 
2alkoxyethyl). 

Preferably represents a direct bond, -0-, -S-, -NR^C(0>, -NR^SCb- (wherein R^ 
and R^ each independently represents hydrogen or Ci>2alkyl) or NH. 
20 More preferably X^ represents -0-, -S-, -NR^C(O)- (wherein R^ represents hydrogen 

or Ci.2alkyI)orNH. 

Particularly represents -O- or -NR^C(0)- (wherein R^ represents hydrogen or Ci- 
2alkyl), more particularly ~0- or -NHC(O)-, especially -0-. 

According to another aspect of the present invention X^ represents -O- or a direct 

25 bond. 

Advantageously X^ represents -0- or NR^^ (wherein R^^ represents hydrogen, Ci. 
3alkyl or Ci.2alkoxyethyl). 

Advantageously X^ represents -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, -NR^^S02- or 
-NR^^- (wherein R", R^*^ and R^^ each independently represents hydrogen, Ci-aalkyl or Ci. 
30 2aIkoxyethyl). 

Preferably X^ represents -0-, -S-, -SO-, -SO2- or -NR^^- (wherein R^^ represents 
hydrogen, Ci.2alkyl or Ci-2alkoxyethyl). 
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More preferably represents -O- or -NR^^- (wherein R^^ represents hydrogen or 
Ci.2alkyl). 

According to another aspect of the present invention represents -SO2-, - 
5 NR^^S02- or -NR^^- (wherein R^^ and R^^ each independently represents hydrogen, Cu2alkyl 
or Ci-2alkoxyethyl), 

Advantageously X"* and X^ which may be the same or different each represents -0-, - 
-SO-, -SO2- or -TSIR^^- (wherein R^^ represents hydrogen, Ci-aalkyl or Ci.2alkoxyethyl). 
Preferably X"^ and X^ which maybe the same or different each represents -0-, -S- or 
10 -NR^^- (wherein R^^ represents hydrogen, Ci>2alkyl or Ci-2alkoxyethyl). 

More preferably X"^ and X^ which may be the same or different each represents -O- 

or-NH-. 

Especially X'* and X^ each represents -O-. 

Advantageously X^ represents -0-, -S- or -NR^^- (wherein R^^ represents hydrogen, 
15 Ci.2alkyl or Ci,2alkoxyethyl). 

Preferably X^ represents -O- or -NR"^^- (wherein R^^ represents hydrogen or Ci- 

2a3kyl). 

Especially X^ represents -0-. 

Advantageously X^ represents -0-, -S- or -NR*^- (wharein R"^^ represents hydrogen, 
20 Ct.2alkyl or Ci.2alkoxyethyl). 

Preferably X^ represents -O- or -NR"*^- (wherein R"^' represents hydrogen or Ci. 

zalkyl). 

Advantageously X^ represents -0-, -S- or -NR"^^- (whereui R**^ represents hydrogen, 
Ci.2alkyl or Ci_2alkoxyethyl). 
25 Preferably X^ represents -O- or -NR"^^- (wherein R"^^ represents hydrogen or Ci.2alkyl). 

Advantageously X^ represmts -0-, -S- or -NR^^- (wherein R^^ represents hydrogen, 
Ci.2alkyl or Ci.aalkoxyethyl). 

Preferably X^ represents -O- or -NR^^- (wherein R^^ represents hydrogen or Ci-aalkyl). 
According to another aspect of the present invention X^ represents -0-, -CONR^- or - 
30 NR^^- (wherein R^^ and R^^ each independently represents hydrogen or Ci-2alkyl). 

Conveniently R^* is pyrrolidinyl, piperazinyl, piperidinyl, imidazolidinyl, azetidinyl, 
moipholino or thiomorpholino which group may bear 1 or 2 substituents selected from 0x0, 
hydroxy, halogeno, cyano, Ci-scyanoalkyl, Ci.salkyl, Ci-shydroxyalkyl, Ci.salkoxy, Ci. 
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2alkoxyCi-3alkyl, Ci.2alkylsulphonylCi-3alkyl, Ci-salkoxycarbonyl, Ci-salkylamino, di(Ci. 
3alkyl)ainiiio, Ci-salkylaminoCi.aalkyl, di(Ci.3aIkyl)aininoCi.3alkyl, Ci.3aIkylaimnoCi.3alkoxy, 
di(Ci.3alkyl)aminoCi.3alkoxy and a group -(-0-)f(Ci-3alkyl)grmgD (wherein f is 0 or 1, g is 0 
5 or 1 and ring D is a heterocyclic group selected from pyrrolidinyl, piperazinyl, piperidinyl, 
imidazolidinyl, azetidinyl, morpholino and thiomorpholino, which cychc group may bear one 
or more substituents selected from Cioalkyl). 

Advantageously R^^ is pyrrolidinyl, piperazinyl, piperidinyl, azetidinyl, morpholino or 
thiomorpholino which group may bear 1 or 2 substituents selected from oxo, hydroxy, 

10 halogeno, cyano, Ci-scyarioalkyl, Ci.salkyi, Ci-ahydroxyalkyl, Ci-saUcoxy, Ci.2alkoxyCi.3aIkyl, 
Ci-saUcylsulphonylCi-salkyl, Ci-salkoxycarbonyl, Ci-salkylamino, di(Ci-3alkyl)amino, Ci. 
salkylaminoCi-aalkyl, di(Ci.3alkyl)aniinoCi-3alkyl, Ci.3alkylaminoCi.3alkoxy, di(Ci- 
3alkyl)aniinoCi-3alkoxy and a group -(-0-)f(Ci.3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 
and ring D is a heterocyclic group selected from pyrrolidinyl, methylpiperazinyl, piperidinyl, 

1 5 azetidinyl, morpholino and thiomorpholino). 

In one embodiment of the present invention R^^ is pyrrohdinyl, piperazinyl, 
piperidinyl, azetidinyl, morpholino or thiomorpholino which group may bear 1 or 2 
substituents selected from a group -(-0-)f(Ci-3aIkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and 
ring D is a heterocycUc group selected from pyrrolidinyl, methylpiperazinyl, piperidinyl, 

20 azetidinyl, morpholino and thiomorpholino). 

Particularly R is pyrroUdinyl, piperaziayl, piperidinyl, azetidinyl, morpholino or 
thiomoipholino which group may bear 1 or 2 substituents selected from oxo, hydroxy, 
halogeno, cyano, Ci-3cyanoalkyl, Ci.salkyl, Ci.3hydroxyalkyl, Ci-3alkoxy, Ci.aalkoxyCi.aalkyI 
and Ci-2alkylsulphonylCi.3alkyl. 

25 According to another aspect of tiie present invention, preferably R^^ is pyrrolidinyl, 

piperazinyl, piperidinyl, morpholino or thiomorpholino which group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno, cyano, Ci-3cyanoalkyl, Ci.3alkyl, Ci. 
3hydroxyalkyl, Ci-3aIkoxy, Ci.2alkoxyCi.3alkyl and Ci-2alkylsulphonylCi.3aIkyl. 

Where R^^ is a 5-6-membered aromatic heterocyclic group^ it preferably has 1 or 2 

30 heteroatoms, selected from O, N and S, of which more preferably one is N, and may be 
substituted as hereinbefore defined. 

R^^ is particularly a pyridone, phenyl, pyridyl, imidazolyl, thiazolyl, thienyl, 
triazolyl or pyridazinyl group which group may be substituted as hereinbefore defined, more 
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particularly a pyridone, pyridyl, imidazolyl, thiazolyl or triazolyl group, especially a pyridone, 

pyridyl, imidazolyl or triazolyl group which group maybe substituted as hereinbefore defined. 
In one embodiment of flie invention R^^ represents a pyridone, phenyl or 5- 
5 6-membered aromatic heterocyclic group with 1 to 3 heteroatoms selected jfrom O, N and S, 

which group may preferably carry up to 2 substituents, more preferably up to one substituent, 

selected from the group of substituents as hereinbefore defined. 

In the definition of R^^, conveniently substituents are selected fi*om halogeno, Ci- 

4alkyl, Ci^alkoxy, cyano and a group -(-0-)f(Ci.3allsyl)gringD (wherein f is 0 or 1, g is 0 or 1 
1 0 and ring D is a heterocyclic group selected from pyrrolidinyl, piperazinyl, piperidinyl, 

icmdazoUdinyl, azetidinyl, morpholino and thiomorpholino, which cyclic group may bear one 

or more substituents selected from Ci-salkyl). 

In the definition of R^^ more conveniently substituents are selected from chloro, 

fluoro, methyl, ethyl and a group -(-0-)f(Ci-3alkyl)gringD (wherein fisOorl,gisOorl and 
1 5 ring D is a heterocyclic group selected fix)m pyrrolidinyl, methylpiperazinyl, piperidinyl, 

azetidinyl, morpholino and thiomorpholino). 

According to another emodiment of tiie present invention in the definition of R^^ 

conveniently substituents are selected from halogeno, Ci-4alkyl, Ci-4alkoxy and cyano, more 

conveniently substituents are selected from chloro, fluoro, methyl and ethyl. 
20 Advantageously R^"* and R^^ are each independently a 4-, 5- or 6-membered saturated 

heterocycUc group with 1-2 heteroatoms, selected independently from O, S and N, which 

cyclic group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci. 

^cyanoalkyl, Ci^alkyl, Ci-shydroxyalkyl, Ci-salkoxy, Ci-aalkoxyCi-salkyI, Ci. 

salkylsulphonylCioalkyl, Ci-salkoxycarbonyl and a group -(-0-)£(Ci,3alkyl)gringD (wherein f 
25 is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 

heteroatoms, selected independently &om O, S and N, which cycKc group may bear one or 

more substituents selected fix>m Ci-salkyI). 

Preferably R^ and R^^ are each selected fiiom pyrrolidinyl, piperazinyl, piperidinyl, 

imidazolidinyl, azetidinyi, morpholino and tMomorpholino which group may bear 1 or 2 
30 substituents selected &om oxo, hydroxy, halogeno, cyano, Ci-scyanoaDq^l, Ci-salkyl, Cu 

shydroxyalkyl, Ci-salkoxy, Ci-2alkoxyCi_3alkyl, Ci-2aIkylsulphonylCi-3alkyl, Ct- 

galkoxycaibonyl and a group -(-0-)f(Ci.3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring 

P is a heterocycUc group selected from pyrroKdinyl, piperazinyl, piperidinyl, imidazohdinyl, 
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azetidinyU moipholino and fhiomoipholino^ which cyclic group may bear one or more 
substituents selected from Ci-salkyl). 

More preferably R^"* and R^^ are each selected firam pyrrolidinyl, piperazmyl, 
5 piperidinyl, azetidinyl, moipholino and fhiomorpholino which gcoup may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno, cyano, Ci.scyanoalkyl, Ci-aalkyl, Cu 
shydroxyalkyl, Ci^alkoxy, Ci.2alkoxyCi.3alkyl, Ci-2alkylsulphonylCi-3alkyl, Ci. 
aalkoxycarbonyl and a group -(-0-)f{Ci.3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring 
D is a heterocyclic group selected from pyrrolidinyl, methylpiperazinyl, piperidinyl, 
10 azetidinyl, morpholino and thiomorpholino). 

Particularly R^"^ and R^^ are each selected from pyrrolidinyl, piperazdnyl, piperidinyl, 
azetidinyl, morpholino and thiomorpholino which group may bear 1 or 2 substituents selected 
from a group -(-0-)i(Ci.3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 
heterocyclic group selected from pyrrolidinyl, methylpiperazinyl, piperidinyl, azetidinyl, 
15 morpholino and thiomorpholino). 

More particularly R^ and R^^ are each selected from pyrrolidinyl, piperazinyl, 
piperidinyl, azetidinyl, morpholino and thiomorpholino which group is unsubstituted. 

Conveniently R^ represents hydroxy, halogeno, cyano, nitro, trifluoromethyl, Ci-salkyl, 
amino or R^X^- [wherein is as hereinbefore defined and R^ is selected from one of the 
20 following twenty-two groups: 

1) oxiranylCMalkyl or Ci-salkyl which may be unsubstituted or which may be substituted with 
one or more groups selected from fluoro, chloro and bromo, or Ca-salkyl which maybe 
unsubstituted or substituted witii one or more groups selected from hydroxy and amino; 

2) C2.3alkylX^C(0)R^^ (wherein X^ is as hereinbefore defined andR^' represents Ct-salkyl, - 
25 ]>^''R" or -OR'^ (wherein R^^ R*'* and R'^ which may be tiie same or different are each Ci. 

4alkyl or Ci-zalkoxyefliyl)); 

3) Cz-talkylxV* (wherein is as hereinbefore defined and R^^ represents hydrogen, Ci- 
3alkyl, cyclopentyl, cyclohexyl or a 4-, 5- or 6-membered saturated heterocyclic group with 1- 
2 heteroatoms, selected independently &om O, S andN, which Ci-salkyl group may bear 1 or 

30 2 substituents selected from oxo, hydroxy, halogeno and Ci-aalkoxy and which cyclic group 
may bear 1 or 2 substituents selected &om oxo, hydroxy, halogeno, cyano, CMcyanoalkyl, Ci. 
4alkyl, Cmhydroxyalkyl, CMalkoxy, CMalkoxyCi^alkyl, CMa]kylsulphonylCi.4alkyl, Ci. 
4alkoxycarbonyl, CMalkylamino, di(CMalkyl)amino, CMalkylaminoCMalkyl, di(Ci- 
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4alkyl)aininoCMalkyl, CMaUcylanmioCMalkoxy, di(Ci-4alkyl)aininoCMalkoxy aad a group - 
(-0-)f(CMalkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered 
saturated heterocyclic group with 1-2 heteroatoms, selected independently from 0, S and N, 
5 which cyclic group may bear one or more substituents selected from CMalkyl)); 

4) C2>3alkylX^C2-3alkylX^R^^ (wherein and are as herembefore defined and R^^ 
represents hydrogen or Ci^alkyl); 

5) R^^ (wherein R^^ is as defined hereinbefore); 

6) Ci-salkylR^^ (wherein R^^ is a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 
10 heteroatoms, selected independently from 0, S and N, which heterocyclic group is Imked to 

Ci-salkyl through a carbon atom and which heterocycUc groiq) may bear 1 or 2 substituents 
selected from oxo, hydroxy, halogeno, cyano, CMcyanoalkyl, CMalkyl Ci-4hydroxyalkyl, Ci. 
4alkoxy, CMalkanoyl, CMalkoxyCMalkyl, Ci-4alkylsulphonyl, CMalkylsulphonylCMalkyl, 
CMalkoxycarbonyl, Ci^alkylamino, di(Ci-4alkyl)amino, Ci^alkylaminoCMalkyl, di(Ci. 

15 4alkyl)aminoCi^alkyl, Ci^alkylaminoCMalkoxy, di(CMalkyl)aminoCi-4alkoxy and a group - 
(-0-)f(CMalkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered 
saturated heterocyclic group with 1-2 heteroatoms, selected independently from O, S and N, 
which cycUc group may bear one or more substitaents selected from C]-4alkyl)) or C2. 
salkylR^^ (wherein R^"^ is a 4-, 5- or 6-membered saturated heterocycUc group with 1-2 

20 heteroatoms, of which one is N and the other may be selected independently from O, S and N, 
which heterocyclic group is hnked to C2.5alkyl through a nitrogen atom and which 
heterocyclic group may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno, cyano, 
CMcyanoalkyl, CMalkyl, Ci Jiydroxyalkyl, CMalkoxy, Ci-4alkanoyl, CMalkoxyCi.4alkyl, Ci. 
4alkylsulphonyl, CMalkylsulphonylCMalkyl, CMalkoxycarbonyl, CMalkylamino, di(Ci- 

25 4alkyl)amino, Ci^alkylaminoCMalkyl, di(CMalkyl)aminoCi-4alkyl, CMalkylaminoCMalkoxy, 
di(Ci-4aIkyl)aminoCi-4alkoxy and a group -(-0-)f(Ci-4alkyl)gringD (wherein f is 0 or 1, g is 0 
or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 heteroatoms, 
selected independently from O, S and N, which cyclic group may bear one or more 
substituents selected from Ci-4alkyl)); 

30 7) Cs^alkenylR^* (wherein R^^ represents R^^ or R^^ as defined hereinbefore); 

8) C3,4aIkynyIR^^ (wherein R^^ represents R^^ or R^ as defined hereinbefore); 

9) R^^ (wherein R^^is as defined hereinbefore); 

10) C.salkylR^^ (wherein R^^ is as defined hereinbefore); 
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11) Ca-salkenylR^^ (wherein R^^ is as defined hereinbefore); 

12) Ca-salkynylR^^ (wherein R^^ is as defined hereinbefore); 

13) Ci-salkylX^^^ (wherein and R^^ are as defined hereinbefore); 

5 14) C4.5alkenylX^R^^ (wherein and R^^ are as defined hereinbefore); 

15) C4-5alkynylX^R^^ (wherein and R^^ are as defined hereinbefore); 

16) C2.3alkylX^Ci-3alkylR^^ (wherein X^ and R^^ are as defined hereinbefore); 

17) Ca-aalkylX^Ci.salkylR^^ (wherein X^ and R^^ are as defined herembefore); 

1 8) C2-5alkenyl which may be unsubstituted or which may be substituted with one or more 
10 groups selected firom hydroxy, fluoro, amino, CMalkylamino, N,N-di(CMalkyl)amino, 

aminosulphonyl, N-CMalkylaminosulphonyl andN,N-di(Ci-4alkyl)aminosulphonyl; 

19) C2.5alkynyl which may be unsubstituted or which may be substituted with one or more 
groups selected fix>m hydroxy, fluoro, amino, Ci-4alkylamino, N,N-di(Ci-4alkyl)amino, 
aminosulphonyl, N-Ci^alkylaminosulphonyl andN,N-di(CMaIkyl)aminosulphonyl; 

1 5 20) C2.5alkenylX^Ci.3alkylR^^ (wherein X^ and R^^ are as defined hereinbefore); 

21) C2-5alkynylX^Ci.3alkylR^^ (wherein X^ and R^^ are as defined hereinbefore); and 

22) CioalkylR^(Ci-3alkyl)q(X^rR^^ (wherein X^, q, r, R^"^ and R^^ are as defined 
hereinbefore); 

and additionally wherein any Ci_5alkyl, Ca-salkenyl or Ci-salkynyl group in R^X^- may bear 
20 one or more substituents selected fi*om hydroxy, halogeno and amino]. 

Advantageously R^ represents hydroxy, halogeno, cyano, nitro, trifluoromethyl, Ci- 
aaUcyl, amino or R^X^- [wherein X^ is as hereinbefore defined and R^ is selected firom one of 
the following twenty-two groups: 

1) CMalkyl which may be unsubstituted or which may be substituted with one or more groups 
25 selected firom fluoro, chloro and bromo, or C2.5alkyl which may be unsubstituted or 

substituted with one or more groups selected firom hydroxy and amino; 

2) C2.3alkylX^C(0)R^^ (wheremX^ is as hereinbefore defined and R" represents -NR^^R^"* or 
-OR^^ (wherein R^^, R^"^ and R^^ which may be the same or different are each Ci^alkyl or Ci- 
2alkoxyethyl)); 

30 3) C2^alkylX^^^ (wherein X^ is as hereinbefore defined and R^^ is a group selected fix)m Ci- 
salkyl, cyclopentyl, cyclohexyl, pyrrohdinyl, piperazinyl, piperidinyl, imidazolidinyl, 
azetidinyl and tetrahydropyranyl, which Ci-salkyl group may bear 1 or 2 substituents selected 
firom oxo, hydroxy, halogeno and Ci.2alkoxy and which cyclopentyl, cyclohexyl, pyrrolidinyl, 
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piperazinyl, piperidinyl, imidazolidinyl, azetidinyl or tetrahydropyranyl group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno, cyano, Ci-3cyanoaIlcyl, Ci-salkyl, Ci- 
shydroxyalkyl, Q-aalkoxy, Ci.2alkoxyCi-3alkyl, Ci.2alkylsuiphoTiylCi-3alkyl, Q. 
5 aalkoxycarbonyly'Ci.sallcylammo, di(Ci.3alkyl)amino, Ci-salkylaminoCi.salkyI, di(Ci. 

3alkyl)aminoCi-3alkyl, Ci-salkylammoCi-salkoxy, di(Ci-3alkyl)aminoCi-3alkoxy and a group - 
(-0-)f{Ci-3aIkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a heterocyclic group 
selected from pyrrolidinyl, piperazinyl, piperidinyl, imidazolidinyl, azetidinyl, morpholino and 
thiomorpholino, which cyclic group may bear one or more substituents selected from Ci- 
10 salkyl)); 

4) C2.3all<ylX^C2-3alkylX^R^^ (wherein and are as hereinbefore defined and R^^ 
represents hydrogen or Ci-salkyl); 

5) R^^ (wherem R^^ is as defined hereinbefore); 

6) CMalkylR^^ (wherein R^^ is a group selected frompyrrolidinyl, piperazinyl, piperidinyl, 
15 imidazolidin-l-yl, azetidinyl, l,3-dioxolan-2"yl, l,3-dioxan-2-yl, l,3-dithiolan-2-yl and 1,3- 

dithian-2-yl, which group is linked to CMalkyl through a carbon atom and which group may 
bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci-scyanoaUcyl, Ci- 
salkyl, Ci-shydroxyalkyl, Ci-salkoxy, Ci.2alkanoyl, Ci-aalkoxyCi-aalkyl, Ci-2alkylsulphonyl, 
Ci-2alkylsulphonylCi-3aJkyl, Ci^salkoxycarbonyl, Ci-salkylamino, di(Ci-3aIkyl)amino, Ci- 

20 3alkylaminoCi.3alkyl, di(Ci.3arkyl)aminoCi-3alkyl, Ci-salkylaminoCusalkoxy, di(C]- 

3alkyl)aminoCi,3alkoxy and a group -(-0-)f(Ci.3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 
and ring D is a heterocyclic group selected from pyrrolidinyl, piperazinyl, piperidinyl, 
imidazolidinyl, azetidinyl, morpholino and thiomorpholino, wliich cyclic group may bear one 
or more substituents selected from Ci.salkyi)) or C2-4alkylR^^ (wherein R^ is a group selected 

25 from morpholiao, thiomorphohno, azetidin-l-yl, pyrrolidin-l-yl, piperazin-l-yl and piperidino 
which group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci. 
3cyanoalkyl, Ci-salkyl, Ciohydroxyalkyl, Ci-salkoxy, Ci-2alkanoyl, Ci-2alkoxyCi-3alkyl, Ci- 
2alkylsulphonyl, Ci.2alkylsulphonylCi-3alkyi, Ci-salkoxycarbonyl, Ci-salkylamino, di(Ci- 
3alkyl)ainiiio, Ci-aalkylaminoCi-salkyl, di(Ci-3alkyl)aminoCi-3alkyl, CloalkylaminoCi.salkoxy, 

30 di(Ci-3alkyl)aminoCi-3alkoxy and a group -(-0-)jf(Ci-3alkyl)grmgD (wherem f is 0 or 1, g is 0 
or 1 and ring D is a heterocyclic group selected from pyrrolidinyl, piperazinyl, piperidinyl, 
imidazolidinyl, azetidinyl, morpholino and thiomorphohno, which cychc group may bear one 
or more substituents selected from Ci-salkyl)); 
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7) Ca^alkenylR^^ (wherein R^^ represents R^^ or R^ as defined hereinbefoie); 

8) Cs^alkynylR^^ (wherein R^^ represents R^^ or R^*^ as defined hereinbefore); 

9) R^^ (wherein R^^ is as defined hereinbefore); 

5 10) CMalkylR^^ (wherein R^^ is as defined hereinbefore); 

11) l-R^^prop-l-en-3-yl or l-R^^but-2-en-4-yl (wherein R^^ is as defined hereinbefore with 
the proviso that when R^ is l-R^V^p-l-en-S-yl, R^^ is linked to the alkenyl group via a 
carbon atom); 

12) l-R^^prop-l-yn-3-yl or l-R^%ut-2-yn-4-yl (wherein R^^ is as defined hereinbefore with 
10 the proviso that when R^ is l-R^^prop-l-yn-3-yl, R^^ is linked to the alkynyl group via a 

carbon atom); 

13) Ci-salkylX^^^ (wherein and R^^ are as defined hereinbefore); 

14) l-(R^^X^)but-2-en-4-yl (wherein X*^ and R^^ are as defined hereinbefore); 

15) l-(R^^X^)but-2-yn-4-yl (wherein X^ and R^^ are as defined hereinbefore); 
15 16) Cs-aalkylX^Ci-aalkylR^^ (wherem X^ and R^^ are as defined hereinbefore); 

17) C2-3aIkylX^Ci-3alkylR^^ (wherein X^ and R^^ are as defined hereinbefore); 

1 8) Ca-salkenyl which may be unsubstituted or which may be substituted with one or more 
fluorine atoms or with one or two groups selected fit)m hydroxy, fluoro, amino, Cu 
4alkylamino, N,N-di(CMalkyl)amino, aminosulphonyl, N-CMalkylaminosulphonyl and N,N- 

20 di(CMalkyl)aminosulphonyl; 

19) C2-5aIkynyl which may be xmsubstituted or which may be substituted with one or more 
fluorine atoms or with one or two groups selected firom hydroxy, fluoro, amino, Cu 
4alkylamino, N,N-di(CMalkyl)amino, aminosulphonyl, N-CMalkylaminosulphonyl and N,N- 
di(Ci^alkyl)aminosulphonyl; 

25 20) C2^alkenylX^Ci-3alkylR^^ (wherein X^ and R^^ are as defined hereinbefore); 

21) C2-4alkynylX^Ci.3alkylR^^ (wherein X^ and R^^ are as defined hereinbefore); and 

22) Ci_3alkylR^(Ci.3alkyl)ci(X^R^^ (wherein X^ q, r, R'^ and R^^ are as defined 
hereinbefore); 

and additionally wherein any Ci-salkyl, C2.5alkenyl or C2-5alkyayl group in R^X^- may bear 
30 one or more substituents selected firom hydroxy, halogeno and amino]. 

Preferably R^ represents hydroxy, halogeno, nitro, trifluoromethyl, Ci-salkyl, cyano, 
amino or R^X^- [wherein X^ is as hereinbefore defined and R^ is selected fix>m one of the 
following twenty groups: 
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1) Ci.3alkyl which may be unsubstituted or which may be substituted with one or more groups 
selected firom fluoro, chloro and bromo, or Ca-salkyl which may be unsubstituted or 
substituted with one or more groups selected from hydroxy and amino; 
5 2) 2-(3,3-dimethylureido)ethyl, 3-(3,3-dimethyluTeido)propyl, 2-(3-methylureido)ethyl, 3"(3- 
mefhylureido)propyl, 2-ureidoethyl, 3-ureidopropyl, 2-(N,N-dimethylcarbamoyloxy)ethyl, 3- 
(N,N-dimethylcarbamoyloxy)propyl, 2-(N-methylcarbamoyloxy)ethyl, 3-(N- 
methylcarbamoyloxy)propyl, 2-(carbamoyloxy)ethyl, 3-(Garbamoyloxy)propyl, or 2-(N- 
methyl-N-(butoxycarbonyl)amino)ethyl; 

10 3) C2-3aUcylX^R^^ (wherein is as hereinbefore defined and R is a group selected from Ci- 
aalkyl, cyclopentyl, cyclohexyl, pyrrolidinyl, piperidinyl, piperazinyl, azetidinyl, 
imidazolidinyl aud tetrahydropyranyl which group is linked to through a carbon atom and 
which Ci-salkyl group may bear 1 or 2 substituents selected from hydroxy, halogeno and Ci. 
2alkoxy and which cyclopentyl, cyclohexyl, pyrrolidinyl, piperidinyl, piperazinyl, azetidiuyl, 

1 5 imidazolidinyl or tetrahydropyranyl group may bear one substituent selected from oxo, 
hydroxy, halogeno, cyano, Ci-2cyanoalkyl, Ci-ialkyl, Ci-2hydroxyalkyl, Ci-2alkoxy, Ci- 
2alkoxyCi-3alkyl, Ci-2alkylsulphonylCi.3alkyl, Ci-2alkoxycarbonyl, Ci-salkylamino, di(Ci. 
3alkyl)amino, Ci-3alkylaminoCi-3alkyl, di(Cu3alkyl)ammoCi-3alkyl, CusalkylaminoCi-salkoxy, 
di(Ci.3alkyl)aminoCi.3alkoxy and a group -(-0-)f(Ci.3aliyl)gringD (wherein f is 0 or 1, g is 0 

20 or 1 and ring D is a heterocyclic group selected from pjorolidinyl, methylpiperazinyl, 
piperidinyl, azetidinyl, morpholino and thiomorpholino)); 

4) C2-3alkylX'^C2-3alkylX^R^^ (wherein X* and X^ are as hereinbefore dejgned and R^^ 
represents hydrogen or C].2alkyl); 

5) R^^ (wherein R^^ is as defined hereiabefore); 

25 6) Ci_3allcylR^^ (wherein R^^ is a group selected from pyrrolidiayl, piperazinyl, piperidinyl, 
azetidinyl, imidazolidinyl, l,3-dioxolan-2-yl, l,3~dioxan-2-yl, l,3-dithiolan-2-yl and 1,3- 
dithian-2-yl, which group is linked to Ci-salkyl through a carbon atom and which group may 
bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci-2cyanoalkyl, Ci- 
2alkyl, Ci-2hydroxyalkyl, Ci.2alkoxy, Ci-2alkanoyl, Ci-aalkoxyCj-salkyl, Ci-2alkylsulphonyl, 

30 Ci-2alkylsulphonylCi-3alkyl, Ci-2alkoxycarbonyl, Ci-salkylamino, di(Ci-3alkyl)aniino, Ci. 
3aIkylaminoCi.3a]kyl, di(Ci.3alkyl)aminoCu3alkyl, Ci-3alkylaminoCi-3alkoxy, di(Ci. 
3alkyl)aminoCi-3alkoxy and a group -('-0-)f(Ci.3alkyl)gringD (wha:-em f is 0 or 1, g is 0 or 1 
and ring D is a heterocychc group selected from pyrrolidhiyl, methylpiperazinyl, piperidinyl. 
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azetidinyl, moipholino and thiomoipholino)) or C2-3aIfcylR^*^ (wherein R^^ is a gjcoxsp selected 
from morpholino, thiomoipholino, azetidin-l-yl, pyrrolidin-l-yl, piperazin-l-yl and pipendino 
which group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyanb, Ci- 
5 2cyanoalkyl, Ci.2alkyl, Ci-2hydroxyalkyl, Ci-2alkoxy, Ci.2alkanoyl, Ci.2alkoxyCi.3alkyl, Ci. 
2alkylsiilphonyl, Ci-2alkylsulphonylCi.3alkyl, Ci-2alkoxycarbonyl, Ci-aalkylamino, di(Ci- 
3a]kyl)ainino, Ci-aalkylatninoCi-salkyl, di(Ci.3aIkyl)amiQoCi.3alkyI, Ci.salkylaminoCi-aalkoxy, 
di(Ci-3alkyl)aininoCi-3alkoxy and a group -(-0-){{Ci-3a]kyl)gringD (wherein f is 0 or 1, g is 0 
or 1 and ring D is a heterocycUc group selected from pyrroUdinyl, methylpiperazinyl, 
10 piperidinyl, azetidinyl, moipholino and thiomoipholino)); 

7) R^^ (wherein R^^ is as defined hereinbefore); 

8) CMalkylR^' (wherein R^" is as defined herembefore); 

9) l-R2'but-2-en-4-3d (wherein R^" is as defined hereinbefore); 

10) l-R^'but-2-yn-4-yl (wdierein R^' is as defined hereinbefore); 

15 11) Ci.3a]kylX^^^ (wherein X* and R^' are as defined hereinbefore); 

12) l-(R^^X')but-2-en-4-yl (wherem and R^' are as defined hereiaibefore); 

13) 1-(R^ V)but-2-yn-4-yl (wherein X' and R^ are as defined hereinbefore); 

14) C2-3alkylX^Ci.3a]lcylR^' (wherein X' and R^^ are as defined hereinbefore); 

15) C2.3alkylX^Ci.3alkylR^^ (wherein and R^^ are as defined hereinbefore); 

20 16) C2.5alkenyl which may be unsubstituted or which may be substituted with one or more 
fluorine atoms or with one or two groups selected from hydroxy, fluoro, amino, Ci. 
4aIkylamino, N,N-di(Ci.4alkyl)amino, aminosulphonyl, N-Ci-4alkylaniinosulphonyI and N,N- 
di(Ci^alkyl)anunosulphonyl; 

17) C2-5aIkynyl which may be unsubstituted or which may be substituted with one or more 
25 fluorine atoms or with one or two groi5)s selected &om hydroxy, fluoro, amino, Cu 

4aIkylamino, H.N-di(Ci-4alkyl)amino, aniinosulphonyl, N-Ci-4alkyiaminosulphonyl andN,N- 
di(CMalkyl)aminosulphonyl; 

18) C2.3alkenylX^Ci.3alkylR^^ (wherein and R^^ are as defined hereinbefore); 

19) C2-3aIkynylX^Ci-3a]kylR^^ (wherein X^ and R^^ are as defined hereinbefore); and 
30 20) Ci_3alkylR^\Ci-3alkyl)q(X^)rR^^ (wherein X^ q, r, R^ and R^^ are as defined 

hereinbefore); 

and additionally wherein any Ci-salkyl, C2-5alkenyl or C2-5alkynyl group in R^X^- may bear 
one or more substituents selected from hydroxy, halogeno and amino]. 
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More preferably represents hydroxy, trifluoiomefhyl, Ci-aalkyl, amino or R^X^- [wherein 
is as hereinbefore defined and R^ represents methyl, ethyl, benzyl, trifluoromethyl, 2,2> 
trifluoroethyl, 2-hydroxyethyl, 3-hydroxypropyl, 2-meflioxyethyl, 3-methoxypropyl, 2- 

5 (methylsulphinyl)ethyl, 2-(methylsulphonyl)ethyl, 2-(ethylsulphinyl)ethyl, 2- 

(ethylsulphoiiyl)ethyl, 2-(N,N-dimethylsiilphamoyl)ethyl, 2-(N-methylsulphamoyl)ethyl, 2- 
sulphamoylethyl, 2-(methylainino)ethyl, 3-(methylamino)propyl, 2-(ethylamino)ethyl, 3- 
(ethylamino)propyl, 2«(N,N-dimethylainino)ethyl, 3-(N,N-dimethylamino)propyl, 2-(N,N- 
diethylamino)ethyl, 3-(IiN-diethylamino)propyl, 2-Gi-methyl-N- 

10 methylsulphonylaniiDo)ethyl, 3-(N-methyl-N-methylsulphonylamino)propyl, 2« 
morpholinoethyl, 3-morpholinopropyl, 2-piperidinoethyl, 3-piperidinopropyl, 2- 
(methylpiperidino)ethyl, 3-(methylpiperidino)propyl, 2-(ethylpiperidino)ethyl, 3- 
(ethylpiperidino)propyl, 2-((2-methoxyethyl)piperidino)efhyl, 3-((2- 
methoxyethyl)piperidino)propyl, 2-((2-methylsuIphonyl)ethylpiperid3no)ethyl, 3<(2- 

1 5 methylsiilphonyl)ethylpiperidino)propyl, piperidin-3-yhnethyl, piperidin-4-yhnethyl, 2- 
(piperidin-3-yl)ethyl, 2-(piperidin-4-yl)efliyl, 3-(piperidm-3-yl)prppyl, 3-(piperidin-4- 
yl)propyl, 2-(piperidin-2-yI)ethyl, 3-(piperidin-2-yl)propyl, (l-methylpiperidin-3-yl)methyl, 
(l-methylpiperidin-4-5d)methyl, 2-(4-hydroxypiperidino)ethyl, 3-(4-hydroxypipOTdino)propyl, 
(l-cyanomefhylpiperidin-3-yl)methyl, (l-cyanomethylpiperidin-4-yl)methyl, 2- 

20 (methylpiperidin-3-yl)ethyl, 2-(me1iiylpiperidin-4-yl)ethyl, 2-(l-cyanomethylpiperidin-3- 
yl)ethyl, 2-(l-cyanomethylpiperidin-4-yl)ethyl, 3-(methylpiperidin-3-yl)propyl, 3- 
(methylpiperidin-4-yl)propyl, 3-(l-cyanomethylpiperidin-3-yl)propyl, 3-(l- 
cyanomethylpiperidin-4-yl)propyl, 2-(ethylpiperidin-3-yl)ethyl, 2-(ethylpiperidin-4-yl)ethyl, 3- 
(ethylpiperidin-3-yl)propyl, 3-(ethylpiperidin-4-yl)propyl, ((2-mefhoxyethyl)piperidin-3- 

25 yl)methyl, ((2-methoxyethyl)piperidin-4-yl)methyl, 2-((2-methoxyethyl)piperidin-3-yl)ethyl, 
2'{(2-methoxyethyl)piperidin-4-yl)6thyl, 3-((2-methoxyethyl)piperidin-3-yl)propyl, 3-((2- 
methoxyethyl)piperidin-4-yl)propyl, (l-(2-methylsiQphonylethyl)piperidin-3-yl)me1iiyl, (l-(2- 
methylsulphonylethyl)piperidin-4-yl)methyl, 2-((2-methylsulphonylethyl)piperidin-3-yl)ethyl, 
2-((2-mefhylsulphonylethyl)piperidin-4-yl)ethyl, 3-((2-mefhylsulphonylethyl)piperidin-3- 

30 yl)propyl, 3-((2-methylsulphonylethyl)piperidin-4-yl)propyl, l-isopropylpiperidin-2-yhnethyl, 
l-isopropylpiperidin-3-yhnethyl, l-'isopropylpiperidin-4-yhnethyl, 2-(l-isopropylpipCTidin-2- 
yl)ethyl, 2-(l-isopropylpiperidin-3-yl)ethyl, 2-(l-isopropylpiperidin-4-yl)ethyl, 3-(l. 
isopropylpiperidin-2-yl)propyl, 3-(l-isopiopylpiperidia-3-yl)propyl, 3-{l-isopropylpiperidin- 
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4-yl)propyl, 2-(piperidm-4-yloxy)ethyl, 3-(piperidin-4-yloxy)propyl, 2-(l- 
(cyanomethyl)piperidm-4-yloxy)ethyl, 3-(l-(cyanomethyl)piperidiii-4-yloxy)propyl, 2-(l-(2- 
cyanoefhyl)piperidm-4-yloxy)ethyl, 3-(l-(2-cyanoethyl)piperidin-4-yloxy)propyl, 2- 
5 (piperazin-l-yl)ethyl, 3-(piperazm-l-yl)propyl, (pytTolidin-2-yl)methyl, 2-(pyrrolidin-l- 
yl)ethyl, 3-(pyrrolidin-l-yl)propyl, (2 -oxo-t6tra]iydro-2-ff-pycrolidiii~5 -yl)inethyl, 5(/?)-(2-oxo- 
tetrahydro-2F-pyrrolidm-5-yl)methyU (55)-(2-oxo4etrahy(ko-2i/-pyrroUdin-5-yl)methyl, (1,3- 
dioxolaa-2-yl)methyl, 2-(l,3-dioxolaii-2-yl)ethyl, 2-(2-methoxyethylaniino)ethyl, 2-(N-(2- 
metJioxyethyl)-N-methylaimno)ethyl, 2-(2-hydroxye1tylamino)ethyl, 3-(2- 

10 methoxyetiiylamino)propyl, 3-(N-(2-methoxye1h^yl)-N-methylamm 3-(2- 

hydroxyethylamino)propyl, 2-methylthiazbl-4-ylmethyl, 2-acetamidothia2ol-4-ylmethyl, 1- 
methylimidazol-2-yImethyl, 2-(imidazol-l-yl)e1iiyl, 2-(2-methyliimdazol-l-yl)ethyl, 2-(2- 
ethyliimdazol-l-yl)etliyl, 3-(2-methyliimdazol-l-yl)propyl, 3-(2-ethylimidazol-l-yl)propyl, 2- 
(l,2,3-tria2oH-yl)ethyl, 2-(l,2,3-triazol-2-yl)ethyl, 2-(l,2,4-triazol-l-yl)ethyl, 2-(l,2,4- 

15 triazol-4-yl)ethyl, 4-pyridyImethyl, 2-(4-pyridyl)ethyl, 3-(4-pyridyl)propyl, 3-pyridylinethyl, 2- 
(3-pyridyl)ethyl, 3-(3-pyridyl)propyl, 2-(4-pyridyloxy)ethyl, 2-(4-pyridylaiiiino)ethyl, 2-(4- 
0X0- 1 ,4-diliydro- 1 -pyridyl)ethyl, 2-(2-oxo-imidazolidm- 1 -yl)ethyl, 3 -(2-oxo-iiaidazolidin- 1 - 
yl)propyl, 2-thiomorpholinoethyl, S-thiomorpholinopropyl, 2-(l,l-dioxothiomorpholino)ethyI, 
3-(l,l-dioxothiomorpholino)propyl, 2-(2-metlioxyethoxy)ethyl, 2-(4-methylpiperazm-l- 

20 yl)ethyl, 3-(4-inethylpiperazm-l-yl)propyI, 2-(4-cyanoinetliylpiperazin-l-yl)ethyl, 3-(4- 
cyanomethylpiperazin-l-yl)propyl, 2-(4-acetylpiperazin-l-yl)ethyl, 3-(4-acetylpiperazin-l- 
yl)propyl, 2-(4-methylsulphonylpiperazin-l-yl)ethyl, 3-(4-methylsuIphonylpipera2m-l- 
yl)propyl, 3-(methylsulphiayl)propyl, 3-(metiiylsulplioiiyl)propyl, 3<ethyIsulphmyl)propyl, 3- 
(ethylsulphonyl)propyl, 2-(5-methyl-l,2,4-triazol-l"yl)ethyl, morpholino, 2-((N-(l- 

25 meth^ylinudazoM-ylsulphonyl)-N-metiiyl)ain^ 2-((N-(3-morpholmopropylsulphonyl)- 
N-methyl)ainino)ethyl, 2-((N-methyl-N-4-pyridyl)ainino)ethyl, 3-(4-oxidomorpholino)propyl, 
2-(2-(4-methylpiperazm-l--yl)ethoxy)ethyl, 3-(2-(4-methylpipera2in-l-yl)ethoxy)propyl, 2-(2- 
morpholinoethoxy)ethyl, 3-(2-morpholinoethoxy)propyl5 2-(tetrahydropyran-4-yloxy)ethyl, 3- 
(tetrahydropyran-4-yloxy)propyl, 2-((2-(pyrrolidin-l-yl)ethyl)carbanioyl)vinyl, 3-((2- 

30 (pyiroUdm-l-yl)ethyl)carbamoyl)prop-2--en-l-yl, l-(2-pynroUdinylethyl)piperidin-4--ylinethyl, 
l-(3-pyrToKdinylpropyl)piperidin-4-ylmethyl, l-(2-piperidinylethyl)piperidin-4-ylmethyl, l-(3- 
piperidinylpropyl)piperidm-4-ylmethyl, l-(2-moipholinoethyl)piperidin-4-ylmethyl, l-(3- 
morpholinopropyl)piperidm-4-ylmethyl, l-(2-thiomoipholinoe1hyl)piperidin"4-ylme1i^^^ l-(3- 
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tMomorpholinopropyl)piperidin-4-ylmethy^^ l-(2-azetidmyle1hyl)piperidin-4-ylmefhyl^ l-(3- 
azetidiny]propyl)piperidin-4-5toet^^ 2-(l-(2-pynoUdinylethyl)piperidin-4-yl)et^ 2-(l-(3" 
pyiroHdinylpropyl)piperidm-4-yl)ethyl, 2-(l-(2-piperidmylethyl)piperidin-4-yl)e^^ 2-(l-(3- 
5 piperidmylpropyl)piperidin--4-yl)ethyl, 2-(l-(2-morpholmoethyl)piperidin'4-yl)e& 2-(l-(3- 
morpholinopropyl)piperidin-4-yl)ethyl, 2-(l-(2-lMomorpholmoethyl)piperidin-4-yl)ef^ 2- 
(l-(3-tidomorpholinopropyl)piperidin-4-yl)ethyl, 2-(l-(2-azetidinyletliyl)piperidm-4-yl)ethyl, 
2-(l-(3-azetidinylpropyl)piperidin-4-yl)ethyl, 3-morphoIino-2-hydroxypropyl, (2iiI)-3- 
morpholino-2-hydroxypropyl, (2iS)-3-morpholmo-2-hydroxypropyl, 3-piperidino-2- 

10 hydroxypropyl, (2iJ)-3-piperidino-2-hydroxypropyl, (2iS)-3-piperidino-2-hydroxypropyl, 3- 
pyrrolidm-l-yl-2-hydroxypropyl, (2i?)-3-pyrrolidiii-l-yl-2-hydroxypropyl, (2iS)-3"pyrrolidin-l~ 
yl-2-hydroxypropyl, 3-(l-methylpiperazin-4-yl)-2-hydroxypropyl, (2i?)-3-(l-methylpiperazm- 
4-yl)-2-hydroxypropyl5 (2iS)-3-(l-methylpiperazm-4-yl)-2--hydroxypropyl, 3-(N,N- 
diethylainino)-2-hydroxypropyl, (2i2)-3-QiN-diethylaiiiino>2-hydroxypropyl, (2iS)-3-(N,N- 

15 diethylainino)-2-hydroxypropyl, 3-(isopropylaniino)-2-hydroxyprop)d, (2i?)-3" 

(isopropylamino)-2-hydroxypropyl, (ZS)-3-(isopropylaiiimo)-2-liydroxypropyl, 3-(N,N- 
diisopropylaiiiino)-2-hydroxypropyl, (2i?)-3-(N,M-diisopropylainmo)-2-hydroxypropyl or 
(25)-3-(N,N-diisopropylairiino)-2-hydroxypropyl]. 

Particularly represents trifluoromeliiyl, Ci.salkyi, amino or R^'- [wherein X' IS 

20 as hereinbefore defined and represents ethyl, benzyl, trifluoromethyl, 2,2,2-trifluoroethyl, 
2-hydroxyethyl, 3-hydroxypropyl, 2-mefhoxyethyl, 3-methoxypropyl, 2- 
(methylsiilphinyl)ethyl, 2-(inethylsulphonyl)ethyl, 2-(ethylsulphinyl)ethyl, 2- 
(ethylsulphonyl)ethyl, 2-(N,N-diinethylsulpliamoyl)ethyl, 2-(N-methylsiilphainoyl)ethyl, 2- 
sulphamoylethyl, 2-(inethylamino)ethyl, 3-(methylamino)propyl, 2-(ethylamino)ethyl, 3- 

25 (ethylainino)propyl, 2-(N,N«diniethylanmio)ethyl, 3-{N,N-dimethylarriino)propyl, 2-(N,N- 
diethylamino)ethyl, 3-(N,N-diethylamino)propyl, 2-(N-methyl-N- 
methylsulphonylamino)ethyl, 3-(N-methyl-N-methylsulphonylainino)propyl, 2- 
morpholinoethyl, 3-morpholinopropyL, 2-piperidinoethyl, 3-piperidinopropyl, 2- 
(methylpiperidino)ethyl, 3-(methylpiperidino)propyl, 2-(ethylpiperidino)ethyl, 3- 

30 (eth34piperidino)propyl, 2-((2-methoxyethyl)piperidino)ethyl, 3-((2- 

methoxyethyl)piperidino)propyl, 2-((2-inefliylsulphonyl)ethylpiperidino)efhyl, 3-((2" 
niethylsulphonyl)ethylpiperidino)propyl, piperidin-3-yhnethyl, piperidin-4-yhnethyl, 2- 
(piperidin-3-yl)ethyl, 2-^iperidin-4"yl)ethyl, 3-(piperidin-3-yl)propyl, 3-(piperidin-4- 
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yl)propyi, 2-(piperidin-2-yl)ethyl, 3-(piperidin-2-yl)propyl, (l-methylpiperidm-37yl)niethyl, 
(l-metliylpiperidin-4-yl)meth.yl, 2-(4-hydroxypiperidino)ethyl, 3-(4-hydroxypiperidino)propyl, 
(l-cyanomethylpiperidin-3-yl)methyl, (l-cyanomethyIpiperidin-4-yl)methyl, 2- 
5 (inethylpiperidm-3-yl)ethyl, 2-(methylpiperidm-4-yl)ethyl, 2-(l-cyanomefhylpiperidin-3- 
yl)ethyl, 2-(l-cyanomethylpiperidin-4-yl)etliyl, 3-(methylpiperidin-3-yl)propyl, 3- 
(methylpiperidin-4-yl)propyl, 3-(l-cyanomethylpiperidin-3-yl)propyl, 3-(l- 
cyanomethylpiperidin-4-yl)propyl, 2-(ethylpiperidin-3-yl)ethyl, 2-(ethylpiperidin-4-yl)ethyl, 3- 
(ethylpiperi(lin-3-yl)propyl5 3-(ethylpiperidm-4-yl)propyl5 ((2-methoxyethyl)piperidm-3- 
10 yl)methyl, ((2-methoxyethyl)piperidin-4-yl)methyl, 2-((2-methoxyethyl)piperidin-3-yl)ethyl, 
2-((2-methoxyethyl^iperidm-4-yl)ethyl, 3-((2-methoxyethyl)piperidm-3-yl)propyl, 3-((2- 
methoxyethyl)piperidm-4-yl)propyl, (l-(2-methylsulphonylethyl)piperidin-3-yl)methyl, (l-(2- 
methylsdphonylethyl)piperidin-4-yl)methyl,2-((2-metiiylsid^ 

2-((2-methylsiilphonylet]iyl)pipOTdin-4-yl)ethyl, 3-((2-inethylsiilphonylethyl)piperidin-3- 

1 5 yl)propyl, 3 -((2-methylsulphonylethyl)piperidin--4-yl)propyl, 1 -isopropylpiperidin-2-ylmethyl, 
l-isopropylpiperidin-3-ylmethyl, l-isopropylpiperidm-4-ylmethyl, 2-(l-isopropylpiperidin-2- 
yl)ethyl, 2-(l-isopropylpiperidin-3-yl)ethyl, 2-(l-isopropylpiperidm-4-yl)ethyl, 3-(l- 
isopropylpiperidin-2-yl)propyl, 3-( 1 -isopropylpiperidm-3-yI)propyl, 3-( 1 -isopropylpiperidin- 
4-yl)propyl, 2-(piperidin-4-yloxy)ethyl, 3-(piperidiii-4-yloxy)propyl, 2-(l- 

20 (cyanomethyl)piperidin-4-yloxy)ethyl, 3-(l-(cyanomethyl)piperidm~4-yloxy)propyl, 2-(l-(2- 
cyanoethyl)piperidin-4-yloxy)ethyl, 3-(l-(2-cyanoethyl)piperidin-4-yloxy)propyl, 2- 
(piperazin-l-yl)ethyl, 3-(piperazin-l-yl)propyl, (pyrrolidm-2-yl)methyl, 2-(pyrrolidin-l- 
yl)ethyl, 3-(pyrrolidin-l-yl)propyl, (2-oxo-tetrahydro-2i7-pyrrolidin-5-yl)metiiyl, 5(if)-(2-oxo- 
tetrahydro-2if-pyrrolidin-5-yl)methyl, (5iS)-(2-oxo-tetrahydro-2i?-pyrroUdin-5-yl)metiiyl, (1,3- 

25 dioxolan-2-yl)methyl, 2-(l,3-dioxolan-2-yl)ethyl, 2-(2-me1iioxyethylaiiiino)ethyl, 2-(N-(2- 
methoxyethyl)-N-methylamino)ethyl, 2-(2-hydroxyethylaiimio)ethyl, 3-(2- 
methoxyethylatnino)propyl, 3-(N-(2-methoxyeth)d)-N-meliiylamino)propyl, 3-(2- 
hydroxyethylainino)propyl, 2-metiiylthia2ol-4-ylmethyl, 2-ace1a]mdothiazol-4-ylme1iiyl, 1- 
methyliinidazol-2-ylinethyl, 2-(imidazoH-yl)ethyU 2-(2-metliylimidazoH-yl)ethyl, 2-(2- 

30 ethyliimdazoI-l-yl)ethyl, 3-(2-methylimidazoH-yl)propyl, 3-(2-ethyliniidazoH-yl)propyl, 2- 
(l,2,3-triazol-l-yl)ethyl, 2-(l,2,3-triazol-2-yl)ethyl, 2-(l,2,4-triazol-l-yl)ethyl, 2-(l,2,4- 
triazol-4-yl)etliyl, 4-pyridylmethyl, 2-(4-pyridyl)ethyl, 3-(4-pyridyl)propyl, 3-pyridylinethyl, 2- 
(3-pyridyl)ethyl, 3-(3-pyridyl)propyl, 2-(4-pyridyloxy)ethyl, 2-(4-pyridylaniiiio)ethyl, 2-(4- 
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oxo-l,4-dihydio-l-pyridyl)ethyl, 2-(2-oxo-innidazoUdm-l-yl)ethyl, 3-(2-oxo-imidazoIidin-l- 
yl)propyl, 2-fiuamoipholiiu)ethyl, 3-lhiomorpholinopropyl, 2-(l,l-dioxothiomoipholino)ethyl, 
3-(l,l-dioxo1iiioinoipholino)propyl, 2-(2-meaioxyethoxy)ethyl, 2-(4-meaiylpiperazm-l- 
5 yl)efli3il, 3-(4-metiiylpiperazin-l-yl)propyl, 2-(4-cyanomethylpiperazm-l-yl)eth3d, 3-(4- 
cyanomethylpiperazin-l-yl)propyl, 2-(4-acetylpiperazm-l-yl)ethyl, 3-(4-acetylpiperazin-l- 
yl)propyl, 2-(4-methylsulphonylpiperazin-l-yl)ethyl, 3-(4-methylsulphonylpiperazin-l- 
yi)pi0pyl, 3-(methylsulplmiyl)propyl, 3-(methylsulphon5d)propyl, 3-(ettiylsulphinyl)propyl, 3- 
(ethyisulphonyl)propyl, 2-(5-methyl-U,4-triazol-l-yl)ethyl, moipholino. 2-((N-(l- 
10 me%liimdazol-4-ylsidphonyl)-N-methyl)aniino)ethyl, 2-((N-(3-morpholiiiopropylsu^h<myr)- 
N-methyl)ammo)ethyl, 2-<(N-methyl-N-4-pyridyl)ainmo)ethyl, 3-(4-oxidomoipholmo)prop3i 
2-(2-(4-metfaylpiperazin-l-yI)ethoxy)ethyi, 3-(2-(4-ineaiy^iperazm-l-yl)etiioxy)piop3d, 2-(2- 
m(npholiaoethoxy)ethyl, 3«(2-moiphoImoefhoxy)piDpyl, 2-<tetrahydiopyraii-4-^oxy)eth3d, 3- 
(tetrahydropyran-4-yloxy)propyl, 2-((2-(pynoUdin-l-y])e£hyl)caibanK)yl)viiiyi, 3-((2- 
15 ^ynoUdmrl-yl)eth3d)carbamoyl)prop-2-ein-l-yl, l-(2-pynoUdm3dethyl)piperidin-4.ylmefliyl, 
H3-pynx)Udmy]propji)piperidin-4-yime£hyl, l-(2-piperidinylefliyl)pq)eridin-4-ylmeliiyl, l-(3- 
piperidin5^r(^yi)piperidin4-yimethyl. H2-moiplK)lmDe%l)pipOTdin-4-ylmefliyl, l-(3- 
morpholmopropyl)piperidm-4-ylmefliyl, l-(2-thiomoipliolnK)ethyi)piperidiii-4TyImethyl, l-(3. 
lMQmotpholmopropyl)piperidin-4-yimefliyl, l-(2-azetidinylethyl)piperidin-4-5dmethyl, l-(3- 
20 azetidinylpropyI)piperidin-4-ylinethyl, 2-(l-(2-pynx)Udjnylethyl)piperidiii-4-yl)ethyl, 2-(l-(3- 
pynDlidinyIpropyl)piperidin-4-yl)ethyl, 2-(l-(2-piperidmylefliyl)piperidin-4-yl)ethyl, 2-(l -(3- 
piperidmylpropyl)pipeaidm-4-yl)ethyl, 2-(l-(2-moipholmoelhyl)piperidin-4-3d)efliyl, 2-(l-(3- 
morpholmopropyl)piperidm-4-yl)ethyl, 2<l-(2-tMomorpholinoethyl)pipe!ridiii-4-yl)ethyl, 2- 
(lK3-lhiomorpholinopropyl)piperidm-4-yl)ethyl,2<l-(2-a2etidmylelh^^ 
25 2-(l-{3-azetidinylpropyl)piperidm-4-yl)ethyl, 3-morpholmo-2-hydroxypropyl, (2i?)-3- 
morpholmo-2-hydn)xypropyl, (25)-3-morpholino-2-liydioxypropyl, 3-piperidmo-2- 
hydroxypropyl, (2i?)-3-piperidino-2-hydroxypropji, (2S)-3-pipeaidino-2-hydroxyprop3d, 3- 
pyiroUdm-l-yl-2-hydroxypropyl, (2/J)-3-pynoUdin-l-yl-2-liydiDxypropyl, (25)-3-pyrroKdm-l- 
yl-2-hydioxypropyl, 3-(l-methyipipera2m-4-yl>2-hydroxyprDpyi, (2R)-3-(l-mefliylpiperazm- 
30 4-yI)-2-Iiydroxypropyl, (25)-3-(l-me1iiylp5)erazin-4-yl>2-hydroxypropyl, 3-QiH- 

diefliylanmK>)-2-hydroxypropyl, (2ii)-3-(N^KKelhyiainino>2-hydroxypropyl, (25)-3-(N.N- 
diethylainmo)-2-liydroxypropyl, 3<isopropylammo>2-hydioxypropyl, (2fi)-3- 
(isoprop3dainino)-2-hydioxypropyl, (25)-3-(isoprop3danimo>2-hydroxypiopjd, 3-CNJj- 
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diisopropylaiiiino)-2-'hydroxypropyl, (2i2)-3-(N,N-diisopropylamino)-2--hydroxypropyl or 
(2iS)-3-(N,N-diisopropyla3imio>2-hydroxypropyl] . 

More particularly represents trifluoromethyl, Ci-aalkyl, amino orR^X^- [wherein 
5 XMs as hereinbefore defined and R^ represents ethyl, trifluoronaethyl, 2,2,2-trifluoroethyl, 2- 
hydroxyethyl, 3-hydroxypropyl, 2-methoxyefhyl, 3-methoxypropyl, 2-(methylsu^)hinyl)efhyl, 
2-(methylsnIphonyl)ethyl, 2-(ethylsulphinyl)ethyl, 2-(ethylsidphonyl)ethyl, 2-(N,N- 
dimethylsulphamoyl)ethyl, 2-(N-methylsulphamoyl)ethyl, 2-sulphamoylethyl, 2- 
(methylamino)ethyl, 3-(methylaniino)propyl, 2-(ethylamino)ethyl, 3-(ethylaimno)propyl, 2- 

10 (N,N-dimethylamino)ethyl, 3-QiN-dimethylamino)propyl, 2-(N,N-diethylamino)ethyl, 3- 
(N,N-diethylamino)propyl, 2-(N-methyl-N-methylsiilphonylamino)ethyl, 3-(N-methyl-N- 
niethylsulphonylan3ino)propyl, 2-morpholinoethyI, 3-morpholinopropyl, 2-piperidinoethyl, 3- 
piperidinopropyU 2-(methyIpiperidino)ethyl, 3-(methylpiperidino)propyl, 2- 
(ethylpiperidino)ethyl, 3-(ethylpiperidino)prop)d, 2-((2-methoxyethyl)piperidino)etiiyl, 3-((2- 

15 mefhoxyethyl)piperidino)propyl, 2-((2-methylsulphonyl)ethylpiperidino)efhyl, 3-((2- 
methylsulphonyl)efhylpiperidino)propyl, piperidin-3-ylmethyl, piperidin-4-ylmethyl, 2- 
(piperidin-3-yl)ethyl, 2-(piperidin-4-yl)ethyl, 3-(piperidin-3-yl)propyl, 3-(piperidin-4- 
yl)propyl, 2-(piperidin-2-yl)ethyl, 3-(piperidin-2-yl)propyl, (l-methylpiperidin-3-yl)methyl, 
(l-methylpiperidin-4-yl)methyl, 2-(4-hydroxypiperidino)ethyl, 3-(4-hydroxypiperidmo)propyl, 

20 (l-cyanomethylpiperidin-3-yl)methyl, (l-cyanomethylpiperidin-4-yl)methyl, 2- 

(methylpiperidin-3-yl)ethyl, 2-(methylpiperidin-4-yl)ethyl, 2-(l-cyanomethylpiperidin-3- 
yl)ethyl, 2-(l-cyanomethylpiperidin-4-yl)ethyl, 3-(methylpiperidin-3-yl)propyl, 3- 
(methylpiperidin-4-yl)propyl, 3-(l-cyanomethylpiperidin-3-yl)propyI, 3-(l- 
cyanomethylpiperidin-4-yl)propyl, 2-(ethylpiperidin-3-yl)ethyl, 2-(ethylpiperidin-4-yl)ethyl, 3- 

25 (ethylpiperidin-3-yl)propyl, 3-(ethylpiperidin-4-yl)propyl, ((2-methoxyethyl)piperidin-3- 
yl)methyl, ((2-methoxyethyl)piperidin-4-yl)methyl, 2-((2-methoxyethyl)piperidin-3 -yl)ethyl, 
2-((2-raethoxyethyl)piperidin-4-yl)ethyl, 3-((2-methoxyethyl)piperidin-3-yI)propyI, 3-((2- 
inethoxyethyl)piperidin-4-yl)propyl, (l-(2-methylsulphonylethyl)piperidin-3-yl)methyl, (l-(2- 
methylsulphonylethyl)piperidin-4-yl)me1hyl,2-((2-methylsulphonyk 

30 2-((2-methylsulphonylethyl)piperidin-4-yl)ethyl, 3-((2-methylsulphonylethyI)piperidin-3- 
yl)pTopyl, 3-((2-methylsiilphonylethyl)piperidin-4-yl)propyl, l-isopropylpiperidin-2-ylinethyl, 
l-isopropylpiperidin-3-ylmethyl, l-isopropylpiperidan-4-ylmethyl, 2-(l-isopropylpiperidin-2- 
yl)ethyl, 2-(l-isopropylpiperidin-3-yl)ethyl, 2-(l-isopropylpiperidin-4-yl)ethyl, 3-(l- 
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isopropylpiperidm-2-yl)propyl, 3-(l-isopTopylpiperidm-3-yl)propyl, 3-(l-isopropylpiperidiii- 
4-yl)propyl, 2-(piperidin-4-yloxy)ethyl, 3-(piperidm-4-yloxy)propyl, 2-(l- 
(cyanomethyI)piperidin-4-yloxy)ethyl, 3-(l-(cyanomethyl)piperidin-4-yloxy)propyl, 2-(l-(2- 
5 cyanoefhyl)piperidin-4-yloxy)ethyl, 3-(l-(2-cyanoethyl)piperidin-4-yloxy)propyl, 2- 
(piperazin-l-yl)ethyl, 3-(piperazin-l-yl)propyl, (pyrrolidin-2-yl)methyl, 2-(pyrrolidin-l- 
yl)ethyl, 3-(pyrrolidm-l-yl)propyl, (2-oxo-tetrahydro-2/y-pyrrolidm-5-yl)methyl, 5(/?)-(2-oxo- 
tetrahydro-2i7-pyrrolidin-5-yl)methyl, (5iS)-(2-oxo-tetrahydro-2if-pyrrolidin-5-yl)methyl, (1,3- 
dioxolaii-2-yl)methyl, 2-(l,3-dioxolan-2-yl)etliyl, 2-(2-metiioxyethylamino)ethyl, 2-QJ-(2- 

10 mefhoxyelhyl)-N-methylainino)ethyl, 2-(2-hydroxyefhylamino)eiiiyl, 3-(2- 

methoxyethylainino)propyl, 3-(N-(2-methoxye1hyl)-N-methylainino)propyl, 3-(2- 
hydroxyethylainino)propyl, 2-(l,2,3-1riazol-l-yl)ethyl, 2-(l,2,3-triazol-2-yl)ethyl, 2-(l,2,4- 
triazoH-yl)ethyl, 2-(l,2,4-1xiazol-4-yl)etliyl, 4-pyridylme11iyU 2-(4-pyridyl)ethyl, 3-(4- 
pyridyl)propyl, 3-pyridylinethyl, 2-(3-pyridyl)etliyl, 3-(3-pyridyl)propyl, 2-(4- 

15 pyridyloxy)ethyI, 2-(4-pyridylamino)ethyl, 2-(4-oxo-l,4-dihydro-l"pyridyl)ethyl, 2-(2"Oxo- 
iinidazolidin-l-yl)ethyl, 3-(2"Oxo-imidazolidin-l-yl)propyl, 2-tbiomorpholinoefhyl, 3- 
thiomorpholinopropyl, 2-(l,I-dioxothiomorpholino)ethyl, 3-(l,l-dioxothiomorpholino)propyl, 
2-(2-inethoxyethoxy)ethyl, 2-(4-methylpipera2m-l-yl)ethyl, 3-(4-methylpiperazin-l-yl)propyl, 
2-(4-cyanomethylpiperazin-l-yl)ethyl, 3-(4-cyaiioiiiethylpiperaziii-l-yl)propyl, 2-(4- 

20 acetylpiperazin-l-yl)ethyl, 3-(4-acetylpiperazin-l-yl)propyl, 2-(4-methylsiilphonylpiperazin-l- 
yl)ethyl, 3-(4-methylsulphonylpiperaziii-l-yl)propyl, 3-(mefliylsulphinyl)propyl, 3- 
(methylsulphonyl)propyl, 3-(ethylsulphinyl)propyl, 3-(ethylsulphonyl)propyl, 2-(5-methyl- 
l,2,4-triazol-l-yl)eth3d, moipholino, 2-(CN-(3-morpholinopropylsulphonyl)-N- 
methyl)airdno)ethyl, 2-((N-methyl-N"4-pyridyl)ammo)ethyl, 3-(4-oxidomorpholino)propyl, 2- 

25 (2-(4-me1iiylpiperazm-l-yl)e11ioxy)ethyl, 3-(2-(4-me1hylpipCTazin-l-yl)ethoxy)propyl, 2-(2- 
morpholinoethoxy)ethyl, 3-(2-niorpholinoethoxy)propyl, 2-(tetrahydropyran-4-yloxy)ethyl, 3- 
(tetrahydropyran-4-yloxy)propyl, 2-((2-(pyrroUdin-l-yl)etiiyl)carbamoyl)vmyl, 3-((2- 
(pyrrolidm-l-yl)ethyl)caibamoyl)prop-2-en-l-yl, l-(2-pym)Udinylethyl)piperidin-4-ylmethyl, 
l-(3"pyrroHdinylpropyl)piperidin-4-ylmethyl, l-(2-piperidinylethyl)piperidin-4-ylinethyl, l-(3- 

30 piperidiiiylpropyl)piperidin-4-ylmethyl, l-(2-morpholinoethyl)piperidin-4-ylmethyl, l-(3- 
morpholinopropyl)piperidm-4-ylmethyl, l-(2-tMomorpholinoethyl)piperidin-4-ylinethyl, l-(3" 
thiomorpholinopropyl)piperidin-4-ylinethyl, l-(2-azetidmylethyl)piperidin-4--ylinethyl, l-(3- 
az;etidinylpropyl)piperidin-4-ylinethyl, 2-(l-(2-pyn'oUdmylethyl)piperidin-4-yl)ethyl, 2-(l-(3- 
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pyrrolidiny^ropyl)piperidin-4-yl)ethyl, 2-(l-(2-piperidinylethyl)piperidin-4-yl)ethyl, 2-(l-(3- 
piperidinylpropyl)piperidin-4-yl)ethyl, 2-(l-(2-moipholinoethyl)piperidin-4-yl)etiiyl, 2-(l-(3- 
morpholiiiopropyl)piperidm-4-yl)ethyl, 2-(l-(2-tMomoipholmoethyl)piperidm-4-yl)ethyl, 2- 
5 (l-(3-thiomorpholinopropyl)piperidin-4-yl)ethyl,2-(l-(2-azetidm 

2-(l-(3-azetidinylpropyl)piperidin-4-yl)ethyl, 3-morpholino-2-hydroxypropyI, (2i?)-3- 
morpholino-2-hydroxypropyl, (25)-3-morpholiiio-2-hydroxypropyl, 3-piperidino-2- 
hydroxypropyl, (2i?)-3-piperidino-2-hydroxypropyl, (2iS)-3-piperidino-2-liydroxypropyl, 3- 
pyrrolidin-l-yl-2-hydroxypropyl, (2iZ)-3-pyrrolidin-l-yl-2-hydroxypropyl, (25)-3-pyrrolidin-l- 

10 yl-2-hydroxypropyl, 3-(l-methylpiperazm-4-yl)-2-hydroxypropyl, (2iZ)-3-(l-methylpiperazin- 
4-yl)-2-hydroxypropyl, (25)-3-(l-metiiylpiperazin-4-yl)-2-hydroxypropyl, 3-(NJJ- 
dietiiylammo)-2-hydroxypropyl, (2i?)-3-(>LN-diethylammo)--2-hydroxypropyl, (2jS)-3-(N,li- 
diethylainino)-2-hydroxyprop34, 3-(isopropylainino)-2-hydrox)^ropyl, (21?)-3- 
(isopropylaimno)-2-hydroxypropyl, (25)-3-(isopropylaiiiino)-2-hydroxypropyl, 3-(N,N- 

15 diisopropylaniino)-2-hydroxypropyl, (2jR)-3-QiN-diisopropylaimrLo)-2-hydroxypropyl or 
(2iS)-3-(N,N-diisopropylamino)-2-hydroxypropyl] . 

In another aspect represents trifluoromethyl, ethoxy, trifluoromethoxy, 2,2,2- 
trifluoroethoxy, 2-hydroxyethoxy, 3-hydroxypropoxy, 2-methoxyethoxy, 3-methoxypropoxy, 
2-(methylsulphinyl)ethoxy, 2-(inetliyIsulphonyl)ethoxy, 2-(ethylsiilphinyl)ethoxy, 2- 

20 (ethylsulphonyl)ethoxy, 2-(N,N-diinethylsulphanioyl)ethoxy, 2-(N-methylsulphamoyl)efhoxy, 
2-sulphamoylethoxy, 2-(methylamiiio)ethoxy, 3-(methylaniino)propoxy, 2- 
(ethylair]Lino)etihLOxy, 3-(ethylamirLo)propoxy, 2-(N,N-dimethylamino)ethoxy, 3-QiN- 
dimethylamino)propoxy, 2-(N,N-diethylamino)ethoxy, 3-(N,N-diethylaniino)propoxy, 2-(N- 
methyl-N-methylsulplionylamino)ethoxy, 3-(N-methyl-N-niethylsulphonylamino)propoxy, 2- 

25 morpholinoethoxy, 3-moipholinopropoxy, 2-piperidinoethoxy, 3-piperidinopropoxy, 2- 
(methylpiperidino)ethoxy, 3-(methylpiperidino)propoxy, 2-(ethyIpiperidino)etiioxy, 3- 
(ethylpiperidmo)propoxy, 2-((2-inethoxyethyl)piperidino)ethoxy, 3-((2- 
inethoxyethyl)piperidmo)propoxy, 2-((2-methylsulphonyl)ethylpiperidmo)etiioxy, 3-((2- 
methylsulphonyl)ethylpiperidino)propoxy, piperidin-3-ylmethoxy, piperidin-4-yImethoxy, 2- 

30 (piperidin-3-yl)ethoxy, 2-(piperidm-4-yl)ethoxy, 3-(piperidin-3-yl)propoxy, 3-(piperidin-4- 
yl)propoxy, 2-(piperidin-2-yl)ethoxy, 3-(pipOTdin-2-yl)propoxy, (l-methylpiperidin-3- 
yl)methoxy, (l-metiiylpiperidin-4-yl)methoxy, 2-(4-hydroxypiperidino)ethoxy, 3-(4- 
hydroxypiperidino)propoxy, (l-cyanomethylpiperidin-3-yl)methoxy, (1- 
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cyanomethylpiperidin-4-yl)inethoxy, 2-(mefhylpiperidin-3-yl)ethoxy, 2-(methylpiperidin-4- 
yl)ethoxy, 2-(l-cyanomethylpiperidm-3-yl)ethoxy, 2-(l-cyanomethylpiperidin-4-yi)e11ioxy, 3- 
(melliylpiperidin-3-yl)propoxy, 3-(methylpiperidin-4-yl)propoxy, 3-(l-cyanomefliylpiperidin- 

5 3-yl)propoxy, 3-(l-cyanomethylpiperidin-4-yl)propoxy, 2-(ethylpiperidin-3-yl)ethoxy, 2- 
(ethylpiperidiii-4-yl)ethoxy, 3-(ethylpiperidin-3-yI)propoxy, 3-(ethylpiperidin-4-yl)propoxy, 
((2-methoxyethyl)piperidin-3-yl)methoxy, ((2-methoxyethyl)piperidin-4-yl)methoxy, 2"((2- 
methoxyethyl)piperidin-3-yl)ethoxy, 2-((2-niethoxyethyl)piperidin-4-yl)ethoxy, 3-((2- 
methoxyethyl)piperidm-3-yl)propoxy, 3-((2-methoxyethyl)piperidin-4-yl)propoxy, (l-(2- 
10 methylsiilphonylethyl)piperidin-3-yl)methoxy, (l-(2-methylsulphonylethyl)piperidin-4- 
yl)methoxy, 2-((2-me1hylsulphonylethyl)piperidin-3-yl)ethoxy, 2-<(2- 
melhylsulphonylethyl)piperidm-4-yl)ethoxy, 3-((^^ 

yl)propoxy, 3-((2-methylsdphonylethyl)piperidin-4-yl)pn)poxy, l-isopropylpiperidm-2- 
ylmethoxy, l-isopropylpiperidin-3-ylmefhoxy, l-isopropylpipaidin-4-ylmethoxy, 2-(l- 

15 isopiopylpiperidin-2-yl)ethoxy, 2-(l-isopiopylpiperidin-3-yl)efiioxy, 2-(l-isopropylpiperidm- 
4-yl)ethoxy, 3-(l-isopropylpiperidin-2-yl)propoxy, 3-(l-isopropylpiperidin-3-yl)propoxy, 3- 
(l-isopropylpiperidin-4-yl)propoxy, 2-(piperidm-4-yloxy)ethoxy, 3-(piperidin-4- 
yloxy)propoxy, 2-(l-(cyanomethyl)piperidin-4-yloxy)ethoxy, 3-(l-(cyaaomefliyl)piperidiii-4- 
yloxy)propoxy, 2«-(l-(2-cyanoethyl)piperidm-4-yloxy)ethoxy, 3-(l-(2-cyanoethyl)piperidin-4- 

20 yloxy)propoxy, 2-(piperazia-l-yl)ethoxy, 3-(piperazm-I-yl)propoxy, (pyrrolidin-2- 

yl)inethoxy, 2-(pyrrolidin-l-yl)ethoxy, 3-(pyrrolidin-l-yl)propoxy, {2-oxo-tetrah.ydro-2ff- 
pyrrolidin-5-yl)methoxy, 5(i?)-(2-oxo-tetrahydro-2^^pyrroIidin-5-yl)methoxy, (55)-(2-oxo- 
te1iahydrD-2i/-pyrrolidin-5-yl)methoxy, (l,3-dioxolan-2-yl)methoxy, 2-(l,3-dioxolan-2- 
yl)ethoxy, 2-(2-methoxyethylainino)etfaoxy, 2-^-(2-methoxye1hyl)-N-methylamiiio)efhoxy, 

25 2-(2-hydroxye&ylainino)ethoxy, 3-(2-methoxyelhylaniino)propoxy, 3-(N-(2-ineiiioxyethyl)- 
J^-methylatnino)propoxy, 3-(2-hydroxyethylamino)propoxy, 2-(l A3-triazoH-5d)ethoxy, 2- 
(l,2,3-1iiazol-2-yl)ethoxy, 2-(l,2,4-triazoH-yl)ethoxy, 2-(i;2,4-triazol-4-yl)ethoxy, 4- 
pyridylmethyl, 2-(4-pyridyl)ethyl, 4-pyridylmethoxy, 2-(4-pyridyl)etiioxy, 3-(4- 
pyridyl)propoxy, 3-pyridylmeflioxy, 2-(3-pyridyl)etibioxy, 3-(3-pyridyl)propoxy, 2-(4- 

30 pyridyloxy)ethoxy, 2-(4-pyridylainino)ethoxy, 2-(4-oxo-l,4-diliydro-l-pyridyl)efhoxy, 2-(2- 
oxo-imidazolidin-l-yOethoxy, 3-(2-oxo-iimda2oIidin-l-yl)propoxy, 2-thiomorpholinoethoxy, 
3-thiomorpholinopropoxy, 2-(l,l-dioxothiomorpholino)ethoxy, 3-(l,l- 
dioxothiomorpholiiio)propoxy, 2-(2-methoxyethoxy)ethoxy, 2-(4-inetiiylpipera2in-l- 
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yl)ethoxy, 3-(4-methylpiperazin-l-yl)propoxy, 2-(4-<>yanomethylpipera2in-l-yl)ethoxy, 3-(4- 
cyanomefhylpipera2m-l-yl)propoxy, 2-(4-acetylpiperaziii-l-yl)ethoxy, 3-(4-acetylpipera2in-l- 
yl)propoxy, 2-(4-methylsulphonylpiperazin-l-yl)ethoxy, 3-(4-mefhylsulphonylpiperazin-l- 
5 yl)propoxy, 3-(me1hylsulphmyl)propoxy, 3-(methylsulphonyl)propoxy, 3- 

(ethylsulpliinyl)propoxy, 3-(ethylsulphonyl)propoxy, 2-(5-methyl-l,2,4-triazol-l"-yl)ethoxy, 2- 
((N-(3-morpholmopropylsulphonyl)-N-methyl)aniin 2-((N-methyl-N-4- 
pyridyl)amino)ethoxy, 3-(4-oxidomorplioIino)propoxy, 2-(2-(4-methylpiperazin-l- 
yl)ethoxy)ethoxy, 3-(2-(4-methylpipera2in-l-yl)ethoxy)propoxy, 2-(2- 

10 morpholinoethoxy)ethoxy, 3-(2-morpholinoethoxy)propoxy, 2-(tetrahydropyran-4- 
yloxy)ethoxy, 3-(tetrahydropyran-4-yloxy)propoxy, 2-((2-(pyrrolidm-l- 
yl)ethyl)carbamoyl)vmyl, 3-((2-(pyrrolidin-l-yl)ethyl)carbamoyl)prop-2-en-l-yIoxy, l-(2- 
pyrroUdinylethyl)piparidm-4-ylmefhoxy, l-(3-pyrrolidinylpropyl)piperidiii-4-ylmethoxy, l-(2- 
piperidinyIethyl)piperidm-4-ylmethoxy, l-(3-piperidinylpropyl)piperidiii-4-yImethoxy, l-(2- 

15 moipholmoethyl)piperidaii'4-ylmethoxy, l-(3-moipholinopropyl)piperidin-4-ylmelh l-(2- 
thiomoipholmoethyl)piperidin-4-ylmetIioxy, l-<3-tWomoTpholmopropyl)piperidin-4- 
ylmethoxy, l-(2-azetidinyle11iyl)piperidin-4-ylmethoxy, l-(3-azetidinylpropyl)piperidin-4- 
ylmethoxy, 2-(l-(2-pyrroUdinylethyl)piperidin-4-yl)e1iioxy, 2-(l-(3- 

pym>lidinylpropyl)piperidin-4-yl)eth.oxy, 2-(l-(2-piperidinylethyl)piperidin-4-yl)efhoxy, 2-(l- 
20 (3-piperidmylpropyl)piperidin-4-yl)ethoxy, 2-(l-(2-morpholinoethyl)piperidm-4-yl)ethoxy, 2- 
(l-(3-morpholmopropyl)piperidin-4-yI)ethoxy, 2-(l-(2-thiomorpholinoethyl)piperidin-4- 
yl)ethoxy, 2-(l-(3-t]iiomoipholmopropyl)piperidin-4-yl)ethoxy, 2-(l-(2- 
azetidinylethyl)piperidin-4-yl)ethoxy, 2-(l-(3-azetidmylpropyl)piperidm-4-yl)ethoxy, 3- 
morphoIino-2-hydroxypropoxy, (2iR)-3-morpholmo-2-hydroxypropoxy, (2iS)-3-rQorpholmo-2- 
25 hydroxypropoxy, 3-piperidino-2-hydroxypropoxy, (2i?)-3-piperidino-2-hydroxypropoxy, (25)- 
3-piperidino-2-hydroxypropoxy, 3-pyrrolidin-l-yl-2-hydroxypropoxy, (2i?)-3-pyrrolidiii-l-yl- 
2-hydroxypropoxy, (25)-3-pyrrolidin-l-yl-2-hydroxypropoxy, 3-(l-niethylpiperazdn-4-yl)-2- 
hydroxypropoxy, (2ii)-3-(l-methylpiperazin-4-yl)-2-hydroxypropoxy, (2iS)-3-(l- 
mefliylpipe]min-4-yl)-2-hydroxypropoxy, 3-(N^-Kiiethylamino)-2-hydroxypiopoxy, (2i?)-3- 
30 (N^-diethyiainino>2-hydroxypropoxy, (25)-3-QLJ3-die1hylainino)-2-hydroxypropoxy, 3- 
(isopropylamino>2-hydroxypropoxy, (2i?)-3-(isopropyIamino>2-hydroxyprppoxy, (2iS)-3- 
(isopropylamino)-2-hydroxypropoxy, 3-QJ,N-diisopropylainmo)-2-hydroxyprDpoxy, (2i2)-3- 
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(H^-^isopropylaiiiino)-2-hydroxypropoxy or (2iS)-3-(N,N-diisopropylamino)-2- 
hydroxypropoxy. 

According to another aspect of the present invention conveniently represents 
5 hydroxy, halogeno, cyano, nitro, trifluoromethyl, Ci-salkyl, amino or R^X^- [wherein is as 
hereinbefore deJSned and R^ is selected &om one of the followmg twenty-two groups: 
1) oxiranylCMalkyI or Ci-salkyl which may be unsubstituted or which may be substituted with 
one or more groups selected from fluoro, chloro and bromo, or Ca-salkyl which may be 
unsubstituted or substituted with one or more groups selected from hydroxy and amino; 
10 2) C2-3alkylX^C(0)R^ ^ (wherein is as hereinbefore defined and R^^ represents Ci-aalkyl, - 
NR^^R^"^ or -OR^^ (wherein R^^, R^"^ and R^^ which may be the same or different are each Ci. 
4alkyl or Ci-2alkoxyethyl)); 

3) C2^alkylX"'R^^ (wherein X^ is as hereinbefore defined and R^^ represents hydrogen, Ci. 
salkyl, cyclopentyl, cyclohexyl or a 4-, 5- or 6-membered saturated heterocyclic group with 1- 

15 2 heteroatoms, selected independently from 0, S and N, which Ci-salkyl group may bear I or 
2 substituents selected from oxo, hydroxy, halogeno and Ci-salkoxy and which cyclic group 
may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci-4cyanoalkyl, Ci- 
4alkyl, Ci^ydroxyalkyl, CMalkoxy, Ci-4aIkoxyCi-4alkyl, CMalkylsulphonylCMalkyl, Ci. 
4alkoxycarbonyl, Ci^alkylamino, di(CMaIkyl)amino, CMalkylaminoCMalkyl, di(Ci- 

20 4alkyI)aminoCMalkyl, Ci-4alkylaminoCMalkoxy, di(Ci-4al]£yl)aminoCMalkoxy and a group - 
(-0-)f(Ci^alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered 
saturated heterocyclic group with 1-2 heteroatoms, selected independently from O, S and N, 
which cychc group may bear one or more substituents selected from CMalkyl)); 

4) C2-3alkylX^C2.3alkylX^R^^ (wherein X^ and X^ are as hereinbefore defined and R^^ 
25 represents hydrogen or Ci-salkyl); 

5) R^^ (wherein R^^ is as defined hereinbefore); 

6) Ci-salkylR^^ (wherein R^^ is a 4-, 5- or 6-membered saturated heterocj^lic gtoup with 1-2 
heteroatoms, selected independently from O, S and N, which heterocyclic group is linked to 
Ci-salkyl through a carbon atom and which heterocyclic group may bear 1 or 2 substituents 

30 selected from oxo, hydroxy, halogeno, cyano, Cijvcyanoalkyl, Ci-4alkyl, Ci-4hydroxyaIkyl, Ci- 
4alkoxy, CMalkoxyCi^alkyl, CMalkylsulphonylCMalkyl, CMalkoxycaibonyl, Ci. 
4alkylamino, di(Ci-4alkyl)amino, CMalkyiaminoCi^alkyl, di(Ci.4alkyl)aminoCMalkyl, Ci. 
4alkylaniinoCMa]koxy, di(CMa]kyl)aminoCi-4alkoxy and a group -(-0-)f(Ci.4alkyl)gTingD 



wo 02/16348 



PCT/GBOl/03585 



-36- 

(wherein f is 0 or 1 , g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic 
group with 1-2 heteroatoms, selected independently from O, S and N, which cyclic group may 
bear one or more substituents selected from Ci^allcyl)) or C2.5alkylR^^ (wherein R^' is a 4-, 5- 
5 or 6-membered saturated heterocyclic group with 1-2 heteroatoms, of which one is N and the 
other may be selected independently from O, S and N, which heterocyclic group is linked to 
C2-5alkyl through a nitrogen atom and which heterocycUc group may bear 1 or 2 substituents 
selected from oxo, hydroxy, halogeno, cyano, Ci-4cyanoalkyl, Ci^alkyl, Ci^ydroxyalkyl, Ci. 
4alkoxy, CMalkoxyCi-4alkyl, Ci-4alkylsulphonylCMalkyl, CMalkoxycarbonyl, Ci. 

10 4allcylamino, di(CMalkyl)amino, CMalkylaminoCi-4alkyl, di(Ci-4alkyI)aminoCMalkyl, Ci. 
4a]kylaminoCMalkoxy, di(CMalkyl)aminoCMalkoxy and a group -(-0-)i(Ci-4alkyl)gringD 
(wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic 
group with 1-2 heteroatoms, selected independently from O, S and N, which cyclic group may 
bear one or more substituents selected from CMalkyl)); 

15 7) C3-4alkenylR^^ (wherein R^^ represents R^^ or R^*^ as defined hereinbefore); 

8) C3-4alkyaylR^^ (wherein R^* represents R^^ or R^^ as defined hereinbefore); 

9) R^^ (wherein R^^ is as defined hereinbefore); 

10) Ci-salkylR^^ (wherein R^^ is as defined hereinbefore); 

1 1) Cs-salkenylR^^ (wherein R^^ is as defined hereinbefore); 
20 12) Cs^salkynylR^^ (wherein R^^ is as defined hereinbefore); 

13) Ci-salkylX^^^ (wherein and R^^ are as defined hereinbefore); 

14) C4-5alkenylX^R^^ (wherein and R^^ are as defined hereinbefore); 

15) C4-5alkyaylX^R^^ (whereiu aud R^^ are as defined herembefore); 

16) C2-3alkylX^Ci.3aIkylR^^ (wherein X^ and R^^ are as defined hereinbefore); 
25 17) C2-3alkylX^Ci.3alkylR^^ (wherein X^ and R^^ are as defined hereinbefore); 

18) C2-5alkenyl which may be unsubstituted or which may be substituted with one or more 
groups selected from hydroxy, fluoro, amino, CMalkylamino, N,N-di(CMal]cyl)arnino, 
aminosulphonyl, N-Ci-4alkylaminosulphonyl and N,N-di(CMalkyl)aminosulphonyl; 

19) C2-5a]kynyl which may be unsubstituted or which may be substituted with one or more 
30 groups selected from hydroxy, fluoro, amino, CMalkylamino, N,N-di(CMa]kyl)amiao, 

aminosulphonyl, N-Ci-4allcylaminosulphonyl and N,N-di(CMalkyI)aminosulphonyl; 

20) Ca-salkenylX^Ci-salkylR^^ (wherein X^ and R^^ are as defined hereinbefore); 

21) C2.5alkynylX^Ci-3aIkyIR^^ (wherein X^ andR^^ are as defined hereinbefore); and 
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22) Ci-3alkylR^^(Ci.3alkyl)q(X^)rR^^ (wherein X^, q, r, R^"* and R^^ are as defined 
hereinbefore); 

and additionally wherein any Ci-saltjrl, C2-5alken)i or C2.5a]kyQyl group in R^X^- may bear 
5 one or more substituents selected jGrom hydroxy, halogeno and amino]. 

According to another aspect of the present invention advantageously R^ represents 
hydroxy, halogeno, cyano, nitro, trifluoromethyl, Ci-aalkyl, amino or R^X*- [wherein X^ is as 
hereinbefore defined and R^ is selected fix>m one of the following twenty-two groups: 

1) Ci^alkyl which may be unsubstituted or which may be substituted with one or more groups 
10 selected fi-om fluoro, chloro and bromo, or C2.5alkyl which may be unsubstituted or 

substituted with one or more groups selected from hydroxy and amino; 

2) C2-3alkylX^C(0)R^^ (wherein X^ is as hereinbefore defined and R" represents -NR^ V* or 
-OR^^ (wherein R^^, R^"* and R^^ which may be the same or different are each CMalkyl or Ci- 
lalkoxyethyl)); 

15 3) C2^alkylX^R^^ (wherein X^ is as hereinbefore defined and R is a groi^ selected fix>m Ci. 
salkyl, cyclopenfyl, cyclohexyl, pyirolidinyl, piperazinjd, piperidinyl, imidazolidinyl, 
azetidinyl and tetrahydropyranyl, which Ci.salkyl group may bear 1 or 2 substituents selected 
from oxo, hydroxy, halogeno and Ci.2alkoxy and which cyclop^tyl, cyclohexyl, pyiroUdinyl, 
piperazinyl, piperidinyl, imidazolidinyl, azetidinyl or tetrahydropyranyl group may bear 1 or 2 

20 substituents selected from oxo, hydroxy, halogeno, cyano, Ci-scyanoalkyl, Ci-salkyl, Ci- 
ahydroxyalkyl, Ci-salkoxy, Ci-2alkoxyCi-3alkyl, Ci.2alkylsulphonylCi.3alkyl, Cu 
3alkoxycarbonyl, Ci-salkylamino, di(Ci.3alkyl)amino, Ci-salkylaminoCi-salkyl, di(Ci_ 
3alkyl)aminoCi.3alkyl, Ci-3alkylaminoCi.3alkoxy, di(Ci.3aIkyl)aminoCi.3alkoxy and a group - 
(-0)f(Ci-3allcyl)gringD (wherein f is 0 or 1 , g is 0 or 1 and ring D is a heterocyclic group 

25 selected firom pyrrohdinyl, piperazinyl, piperidinyl, imidazolidinyl, azetidinyl, morphoUno and 
thiomorpholino, which cychc group may bear one or more substituents selected firom Ci. 
aalkyl)); 

4) C2-3alkylX*C2-3alkylX^R^^ (wherein X"^ and X^ are as herembefore defined and R^^ 
represents hydrogen or Ci-salfc/l); 
30 5) R^^ (wherein R^^ is as defined hereinbefore); 

6) Ci.4alkylR^^ (wherein R^^ is a group selected fix)m pyrrolidinyl, piperazinyl, piperidinyl, 
' imidazolidin-l-yl, azetidinyl, l,3-dioxolan-2-yl, l,3-dioxan-2-yl, l,3-dithiolan-2-yl and 1,3- 
ditbian-2-yl, which groiq> is linked to CMalkyl through a caibon atom and which group may 
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bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci-3cyanoalkyl, Ci- 
salkyl, Ci-3hydroxyallcyl, Ci.aalkoxy, Ci-2alkoxyCi.3alkyl, Ci-aalkylsulphonylCi.aalkyl, Ci- 
aalkoxycarbonyl, Ci-aalkylamino, di(Ci-3alkyl)amino, Ci-3allq^laininoCi.3alkyl, di(Ci. 
5 3alkyl)aminoCi-3alkyl, Ci-salkylaminoCi-salkoxy, di(Ci-3alkyl)ammoCi.3alkoxy and a group - 
(-0-)f(Ci-3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a heterocyclic group 
selected from pyrrolidinyl, piperazinyl, piperidinyl, imidazolidinyl, azetidinyl, morpholino and 
thiomorpholino, which cycUc group may bear one or more substituents selected from Ci- 
3alkyl)) or C2-4alkyIR^° (wherein R^^ is a group selected from morpholino, thiomorpholino, 

10 azetidin-l-yl, pyrrolidin-l-yl, piperazin-l-yl and piperidino which group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno, cyano, Ci-3cyanoalkyl, Ci.3alkyl, Ci- 
shydroxyalkyl, Ci^alkoxy, Ci.aalkoxyCi-salkyl, Ci-2alkylsulphonylCi-3alkyl, Ci. 
aalkoxycarbonyl, Ci-3alkylaniino5 di(Ci.3alkyi)amino, Ci-salkylannnoCi-salkyl, di(Ci- 
3alkyl)aminoCi.3alkyl, Ci-3alkylaminoC]-3alkoxy, di(Ci-3aIkyl)aminoCi-3alkoxy and a group - 

15 (-0-)f(Ci-3aIkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a heterocyclic group 

selected from pyrrolidinyl, piperazinyl, piperidinyl, imidazoHdinyl, azetidinyl, morpholino and 
thiomorpholino, which cyclic group may bear one or more substituents selected from Ci- 
salkyl)); 

7) C3-4alkenylR^^ (wherein R^^ represents R^^ or R^^ as defined hereinbefore); 
20 8) C3-4alkynylR^^ (wherein R^^ represents R^^ or R^ as defined hereinbefr^re); 

9) R^^ (wherein R^^ is as defined hereinbefore); 

10) Ci^alkylR^^ (wherein R^'' is as defined hereinbefore); 

11) l-R^^prop-l-en-3-yl or l-R^^but-2-en-4-yl (wherein R^^ is as defined hereinbefore with 
the proviso that when R^ is l-R^^prop-l-en-3-yl, R^^ is linked to the alkenyl group via a 

25 carbon atom); 

12) 1-R^ Vop-l-yn-3-yl or l-R^%ut-2-yn-4-yl (wherein R^^ is as defined hereinbefore with 
the proviso that when R^ is l-R^^prop-l-yn-3-yl, R^^ is linked to the alkynyl group via a 
carbon atom); 

13) Ci-salkylX^R^^ (wherein and R^^ are as defined hereinbefore); 

30 14) l-(R^^X'')but-2-en-4-yl (wherein X'' and R^^ are as defined hereinbefore); 

15) l-(R25x^)but-2-yn-4-yl (wherein X^ and R^^ are as defined hereinbefore); 

16) C2-3alkylX^Ci.3alkylR^^ (wherein X^ and R^^ are as defined hereinbefore); 

1 7) C2.3alkylX^Ci.3alkylR^^ (wherein X^ and R^^ are as defined hereinbefore); 
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18) C^^sBlk&xyl which may be unsubstituted or which may be substituted with one or more 
fluoriiie atoms or with one or two groups selected from hydroxy, fluoro, amino, Ci- 
4alkylamino, N^-diCCMalky^amino, aminosulphonyl, N-^^Malkylaminosulphonyl andljjj- 

5 di(CMa]kyl)aminosulphonyl; 

19) C2.5alkynyl which may be unsubstituted or which may be substituted with one or more 
fluorine atoms or with one or two groins selected from hydroxy, fluoro, amino, Ci. 
4alkylamino, N,N-di(Ci-4alkyl)amino, aminosulphonyl, N-CMalkylaminosulphonyl and >J,N- 
di(Ci^alkyi)aminosulphonyi; 

10 20) Cz^alkenylX^Ci-aalkylR^^ (wherein and R^* are as defined hereinbefore); 

21) Ca^alkynylX^Ci-aalkylR^^ (wherein and R^^ are as defined hereinbefore); and 

22) Ci.3aIkylR^(Ci.3alkyl)q(X^)rR^^ (wherein X^, q, r, R^^ and R^^ are as defined 
ha-einbefore); 

and additionally wherein any Ci.salkyi, Ca-salkenyl or Ca-salkynyl group in R^X^- may bear 
15 one or more substituents selected fix)m hydroxy, halogeno and amino]. 

According to anottier aspect of the present invention preferably R^ represents hydroxy, 
halogeno, nitro, trifluoromethyl, d-aalkyl, cyano, amino or R^X^- [wherem X^ is as 
hereinbefore defined and R^ is selected firom one of the following twenty groups: 

1) Ci.aalkyl which may be unsubstituted or which maybe substituted with one or more groups 
20 selected firom fluoro, chloro and bromo, or C2-3a]kyl which may be unsubstituted or 

substituted with one or more groups selected fit)m hydroxy and amino; 

2) 2-(3,3-dimethylureido)ethyl, 3-(3,3-dimethylureido)propyl, 2-(3-methylureido)ethyl, 3-(3- 
mefhylureido)propyl, 2-ureidoethyl, 3-ureidopropyl, 2-(N,N-dimethylcarbamoyloxy)ethyl, 3- 
(N.N-dimethylcarbamoyloxy)propyL 2-(N-methylcarbamoyloxy)ethyl, 3-(N- 

25 methylcaibamoyloxy)propyl, 2-'(carbamoyloxy)ethyl, 3-(carbamoyloxy)propyl, or 2-(N- 
methyl-N-(butox5^arbonyl)aniino)eihyl; 

3) Q-salkylX^R^^ (wherem X^ is as hereinbefore defined and R^^ is a group selected from Ci. 
aalkyl, cyclopentyl, cyclohexyl, pyrrohdinyl, piperidinyl, piperazinyl, azetidinyl, 
imidazolidinyl and tetrahydropyranyl which group is linked to X^ through a carbon atom and 

30 which Cuaalkyl group may bear 1 or 2 substituents selected &om hydroxy, halogeno and Ci. 
aalkoxy and which cyclopentyl, cyclohexyl, pyrrolidinyl, piperidinyl, piperazinyl, azetidinyl, 
imidazolidinyl or tetrahydropyranyl group may bear one substituent selected from oxo, 
hydroxy, halogeno, cyano, Ci-2cyanoaIk3d, Ci-aallq^l, Ci.2hydroxyalkyl, Ci,2alkoxy, Ci. 
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23iikoxyCu3aSkyk Ci.2alkylsulphan5dCi.3aIkyl, Ci.2aIkoxycarbonyl, Ci-salkylamino, di(Ci- 
3allQd)ainmo» Ci.3alkylaininoCi.3allQ^l, di(Ci.3a]kyl)aminoCi.3a]kyl, Ci.3alkylainmoCi.3a]koxy, 
<fi(Ci.3aIkyl)ammoCi-3alkoxy and a gcoxxp -<-0-)f(Cu3allQ^l)gringD (wherem f is 0 or 1, g is 0 
5 or 1 and ring D is a heterocyclic group selected from pyrrolidinyl, methylpiperaziay]^ 
piperidinyl, azetidinyl, moipholino and thiomoipholino)); 

4) C2.3all^lX*C2-3alkylX^R^^ (wherein X* and are as hereinbefore defined and R^^ 
represents hydrogen or C^ialkyl); 

5) R^^ (wherein R^^ is as defined hereinbefore); 

10 6) Ci.salkylR^^ (wherein R^^ is a group selected from pyrrolidinjd, piperazinyl, piperidinyl, 
azetidinyl, imidazohdinyl, l,3-dioxolan-2-yl, l,3-dioxan-2-yl, l,3-dithiolan-2-yl and 1,3- 
ditfaian-2-yl, which group is linked to Ci^alkyl through a carbon atom and which groiq) may 
bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, cyano, Ci.2cyam>alkyl, Ci- 
2alkyl, Ci-2hydroxyalkyl, Ci.2alkoxy, Ci-2alkoxyCi.3allq^l, Ci-2alkjdsulphQnylCi-3alkyl, Ci- 

15 2aIkoxycarbonyl, Ci-sall^amino, di(Ci.3a]]c/l)amino, Ci.3alkylaminoCi.3alkyl, di(Ci. 

3alkyl)aminoCi.3a]kyl, Ci.salkj^aminoCi.salkoxy, di(Ci.3a]kyl)aminoCi.3a]koxy and a groiqp - 
(-0-)f(Ci.3alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a heterocyclic group 
selected firom pytrohdinyl, methsdpi^erazinyl, piperidinyl, azetidinyl, moipholino and 
thiomoiphoHno)) or Ca-salkylR^^ (wherein R^ is a group selected firan morpholino, 

20 thiomoipholino, azetidin-l-yl, pyrrolidin-l-yl, piperazin-l-yl and piperidino which group may 
bear 1 or 2 substituents selected fi-om oxo, hydroxy, halogeno, cyano, Ci-2cyanoalkyl, Ci. 
2alkyl, Ci.2hydroxyaIkyl, Ci-2alkoxy, Ci-ialkoxyCi.salkyl, Ci.2alkylsulphonylCi-3alkyl, Ci. 
2alkoxycarbonyl, Ci-salkylamino, di(Ci.3alkyl)anmio, Ci-aalkylaminoCi-aaJkyl, di(Ci, 
3alkyl)aminoCi.3alkyl, Ci-salkylaminoCi-aalkoxy, di(Ci-3alkyl)aminoCi.3a]koxy and a group - 

25 (-0-)f(Ci.3alkyl)gringD (whaxdn f is 0 or 1, g is 0 or 1 and ring D is a heterocyclic groiq) 
selected fix>m pyirolidinyl, me&ylpiperazinyl, piperidinyl, azetidinyl, moipholino and 
thiomorpholino)); 

7) R^^ (viiierein R^^ is as defined hereinbefore); 

8) CMalkylR^' (wherein R^^ is as defined hereinbefore); 

30 9) l-R^%ut-2-en-4-yl (wherein R^^ is as defined herembefore); 

10) l-R^%ut-2-yn-4-yl (wherein R^^ is as defined hereinbefore); 

1 1) Ci-3alkylX^^^ (wherein and R^ are as defined hereinbefore); 

12) l.(R^^)but-2-en-4-yl (wherein and R^^ are as defined hereinbefore); 
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13) l-0R.^X*)biit-2-yn-4-yl (wherein X? and R^^ are as defined hereinbefore); 

14) QoalkylX^Ci-aalkylR^^ (wherein 1^ and R^^ are as defined hereinbefore); 

15) C2-3alk5dX?Ci.3alkylR^^ (wherein and R^ are as defined hereinbefore); 

5 16) C2.salkenyl which nmy be imsubstituted or which may be substituted with one or more 
fluorine atoms or with one or two groups selected fimn hydroxy, fluoro, amino, Ci. 
4aIkylamino, N,N-di(Ci-4alkyl)amino, aminosulphonyl, N-CMalkylaniinosuIphon)4 andN,N- 
di(CMalkyl)aminosulphonyl; 

17) C2-5alkynyl which may be imsubstituted or which may be substituted with one or more 
10 fluorine atoms or with one or two groups selected fix)m hydroxy, fluoro, amino, Ci- 

4alkylamino, N,N-di(Ci-4alkyl)amino, aminosulphonyl, N-Ci-4alkylaniinosu]phonyI and N,N- 
di(Ci.4aIlcyl)aminosulphonyl; 

18) C2.3alkenyD^Ci-3alkylR^^ (wherein X? and R^* are as defined hereinbefore); 

19) C2.3a]kynylX^Ci.3alkylR^^ (\rfierein and R^ are as defined hereinbefore); and 
15 20) Ci.3alkylR^(Ci.3alkyl)q(X^^^ (wherein X^, q, r, R^ and R^^ are as defined 

hereinbefore); 

and additionally wherein any Ci-salkyl, C2-5alken^ or C2-5alkynyl group in R^X^- may bear 
one or more substituents selected fix)m hydrexy, halogeno and amino]. 

According to another aspect of the present invention more preferably R^ represents 

20 hydroxy, trifluoromethyl, Ci-salkyl, amiuo or R^X^- [wherein X^ is as hereinbefore defined 
and R^ represents methyl, ethyl, ben2yl, trifluoromethyl, 2,2,2-trifluoroethyl, 2-hydroxyethyl, 
3-hydroxypropyl, 2-methoxyethyl, 3-methoxypropyl, 2-(methylsulphinyl)ethyl, 2- 
(methylsulphonyl)ethyl, 2-(ethylsulphinyl)ethyl, 2-(ethylsulphonyl)ethyl, 2~(N^- 
dimethylsulphamoyl)ethyl, 2-(N-methykulphamoyl)ethyl, 2-sulphamoylethyl, 2- 

25 (methylamino)ethyl, 3-(methylamino)propyl, 2-(ethylamino)efhyl, 3-<ettiylamino)propyl, 2- 
(N^-dimefhylaniino)ethyl, 3-(iI,ii-dimethylamino)propyl, 2-(N,N-dielhylamino)ethyl, 3- 
QLli-diethylamino)propyl, 2-(NHmethyl-H<neth3dsulphQnylamino)et^^ 3-(N-melhyl-H- 
meChylsulphonylamino)propyl, 2-moxpholinoefhyl, 3-morpholinopropyl, 2-piperidinoetfayl, 3- 
piperidinopropyl, 2-(mefliy^iperidino)efhyl, 3-(meth3^iperidino)propyi, 2- 

30 (efhyipiperidino)ethyi, 3-(ethylpipeiidino)propyl, 2-((2-methoxyethyl)piperidino)elhyl, 3-((2- 
mefhoxye1hyl)piperidino)propyl, 2-<(2-melhylsulphonyl)e1hylpiperidino)efhyl, 3-((2- 
melhylsulphonyl)ethylpiperidino)propyl, pipeddin-3-yhnelhyl, pipecidin-4-yhndfayl, 2- 
(piperidin-3-jd)ethyl, 2-(piperidin-4-yl)e£hyl, 3-toeridin-3-yl)prppyl, 3-(piperidin-4- 
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yl)propyl, 2-(piperidin-2-yl)ethyl, 3-(piperidm-2-yl)propyl, (l-methylpiperidin-3-yl)methyl, 
(l-methylpiperidiii-4-yl)inethyl, (l-cyanQme1hylpiperidin-3-yl)methyl, (1- 
cyanomethyipiperidin-4-yl)mefhyl, 2-(methylpiperidin-3-yl)ethyl, 2-(methylpiperidin-4- 
5 yl)eihyl, 2-(l-cyanomethylpiperidin-3-yl)ethyl, 2-(l-cyanomethylpiperidin-4-yl)etliyl, 3- 
(metliylpiperidm-3-yl)propyl, 3-(metJiylpiperidin-4-yl)propyl, 3"(l-cyanoxnethylpiperidin-3- 
yl)propyl, 3-(l-cyanomethylpiperidin-4-yl)propyl5 2-(ethylpiperidin-3-yl)ethyl, 2- 
(etiiylpiperidm-4-yl)ethyl, 3-(ethylpiperidin-3-yl)propyl, 3-(ethylpiperidin-4-yl)propyl, ((2- 
inethoxyethyl)piperidin-3-yl)methyl, ((2-methoxyethyl)pipericiin-4-yl)methyl, 2-((2- 

10 methoxyethyl)piperidin-3-yl)ethyl, 2-((2-methoxyethyl)piperidin-4-yl)ethyl, 3-((2- 
inefhoxyethyl)piperidin-3-yl)propyl, 3-((2-metiioxyethyl)piperidin-4-yl)propyl, (l-(2- 
mefliylsidphonyldiiyl)piperidin-3-yl)met^^ 
yl)melliyl, 2-((2-me1hylsidphonylethyl)piperidin-3-yl)e&^^ 2-((2- 
metliyls\i]phonylethyl)pipCTidin-4-yl)e& 3-((2-met]iylsulphonylethyl)piperidin-3-yl)prop 

15 3-((2-methylsiilphonylethyl)piperidin-4-yl)propyl, l-isopropylpiperidin-2-ylmefliyl, 1- 
isopropylpiperidm-3-ylmethyl, l-isopiopylpiperidm-4-ylniethyl, 2-(l-isopropylpiperidm-2- 
yl)ethyl, 2-(l-isopropylpiperidin-3-yl)eth)i, 2-(l-isopropylpiperidin-4-yl)ethyl, 3-(l- 
isopropylpiperidin-2-yl)propyl, 3-(l-isopropylpiperidin-3-yl)propyl, 3-(l-isopropylpiperidin- 
4-yl)propyl, 2-(piperidin-4-yloxy)ethyl, 3-(piperidin-4-yloxy)propyl, 2-(l- 

20 (cyanomethyI)piperidin-4-yloxy)ethyl, 3-(l-(cyanomethyl)piperidm-4-yloxy)propyl5 2-(l-(2- 
cyanoethyl)piperidin-4-yloxy)ethyl, 3-(l-(2-cyanoethyl)piperidin-4-yloxy)propyl, 2- 
(piperazm-l-yl)ethyl, 3-(piperazin-l-yl)propyl, (pyrrolidin-2-yl)methyl, 2-(pyrrolidin-l- 
yl)ethyl, 3-(pyrrolidin-l-yl)propyl, (2-oxo-tetrahydro-2ff-pynoHdin-5-yl)methyl, 5(i?)-(2-oxo- 
tetrahydro-2/?-pyrrolidiii-5-yI)methyl, (55)-(2-oxo-tetrahydro-2J?-pyn:oUdin-5-yl)methyl, (1,3- 

25 dioxolaii-2-yl)methyl, 2"(l,3-dioxolaii-2-yl)ethyl, 2-(2-meflioxyethylamino)efhyl, 2-(N-(2- 
methoxyethyl)-M-niefliylamino)ethyl, 2-(2-hydroxyetiiylaniino)etliyl, 3-(2- 
methoxye11iylammo)propyl, 3-QJ-(2-me1hoxyethyl)-N-met]iylamino)propyl, 3-(2- 
hydroxyethylaii±io)propyl, 2-inethylthiazol-4-ylmethyl, 2-acetainidothia2ol-4-yhnethyl, 1- 
methyIiinidazol-2-ylmethjd, 2-(inudazoH-yl)ethyl, 2-(2-methylimidazol-l-yl)efliyl, 2-(2- 

30 ettiylimidazoH-yOethyl, 3-(2-methylimidazoH-yl)propyl, 3-(2-ethylimida2oH-yl)propyl, 2- 
(l,2,3-triazoH-yl)ethyl, 2-(l,2,3-triazol-2-yl)ethyl, 2-(l,2,4-tria2oH«yl)ethyl, 2-(l,2,4- 
triazol-4-yl)ethyl, 4-pyridylinethyl, 2-(4-pyridyl)ethyl, 3-(4-pyridyl)propyl, 2-(4- 
pyridyloxy)etiiyli 2-(4-pyiidylaimno)ethyl, 2-(4-oxo-l,4-dihydro-l-pyridyl)ethyl, 2-(2-oxo- 



wo 02/16548 



PCT/GBOl/03585 



-43- 

iimdazoUdin-l-yl)6thyl, 3-(2-oxo-imidazolidin--l--)4)propyl, 2-^QmQrpholmoefhyl, 3- 
fhiomorpholinopiopyl, 2-(l,l-^oxofhiomoipholiii0)ethyl, 3-<l»l-<fioxothiQmcnpholino)propyl, 
2-(2-mefhoxyethoxy)dIiyU 2-(4-iiiethjlpq)eta2an-l-yl)efliyl, 3-(4-mefhylpii)erazm-l-yl)pK^ 
5 3-(mefhjdsidphmyI)propyl, 3-(melhylsmlphQnyl)propyl, 3-(ethylsulphmyl)piopj4, 3- 
(ethylsulphonyl)propyl, 2-(5-methyH,2,4-triazol-l-yl)ethyl, moipholino, 2-((N-(l- 
mefhyliinidazol-4-ylsulphonyl)-N-methyl)ainm 2-((N-(3-moipholinoproi)ylsulphonyl)- 
H-methyl)ainino)ethyl, 2-((N-me1iiyl-N-4-pyridyl)aiiuno)ethyl, 3-(4-oxidomorpholino)propyl, 
2-(2-(4-me^faylpipera2m-l-yl)e4hoxy)ethyl, 3-(2-(4-mefliylpipera2m-l-yl)etiioxy)propyl, 2-(2- 
10 morphoIinoethoxy)ethyl, 3-(2-morpholmoethoxy)propyl, 2-(tetrahydropyran-4-yloxy)ethyl, 3- 
(tetrahydropyran-4-yloxy)propyl, 2-((2-(p>iToUdin-l-yl)etiiyl)carbamoyl)viiiyl, 3-((2- 
(]pyiTOUdin-l-yl)ethyl)caAamoyl^ l-(2-pytroUdinylethyl)piperidin-4-yIme^ 

1- (3-pyiToUdinylpropyl)piperidin-4-ylmeth l-(2-piperidinylethyl)pip^din-4-3^^ l-(3- 
piperidinylpn>pyl)piperidin'4-jdmeth^^ l-(2-moipholmoethyl)piperidin-4-y]m^ l-(3- 

15 mQtpholinopropyl)piperidm-4-ylmeth l-(2-fhioin0ipholjnoeCtyl)piperidm l-(3- 
thiomoipholiiiopn>pyl)pipeQdin-4-y]metiiyl, l-(2-azetidmyl6lli}d)piperidin-4-ylme& or l-(3- 
az;etidiny^iopyl)piperidin-4-ylmefli^^ 3-mo]:pholino-2-hydiox;ypropyl, (25)-3-moipholm(>-2- 
hydroxyprop}d, (2iS)-3-moipholino-2-hydroxypn>pyl, 3-piperidino-2-hydroxypropyl, (2JZ)-3- 
piperidino-2-hydroxypropyl, (25)-3-piperidino-2-hydroxypropyl, 3-pynolidin-l-yl-2- 

20 hydroxypropyl, (2i2)-3-pyrrolidin-l-yl-2-hydroxypropyl, (25)-3-pyiTOlidin-l-yl-2- 

hydroxypropyl, 3-(l-mefhylpiperazin-4-yl)-2-hydroxypropyl, (2iJ)-3-(l-methylpiperazin-4-yl)- 

2- hydroxypropyl, (2iS)-3-(l-methylpiperazin-4-yl)-2~hydioxypropyl, 3-(N,N-diethylamiiio)-2- 
hydxoxypropyl, (2/t)-3-(N,^-(iiethylainino)-2-hydroxypropyl, (2iS)-3-QiN-diethylkt^ 
hydroxypropyl, 3-(isopropylainino)-2-hydroxypropyl, (2/2)-3-(isopropylamino>2-^ ^ 

25 hydroxypropyl, (2AS)-3-(isopropylainmo)-2-hydroxypropyl, 3-(N,N-4iisopropylamino)-2-- 
hydroxypropyl, (2Ji)-3-Qi,N-diisoprop3dammo)-2-hy<koxypro or (2S)-3-(N,H- 
dusopropylammo)'2-hydroxypiopyl]. 

According to another aspect of the preseat invention particularly represents 
trifluorom6th>4, Ci.3alkyl, amino or R^^- [wherem is as hereinbefOTe defined and 

30 represOTts ethyl, brazyl, trifluoromefliyl, 2,2,2-lrifluoroethyl, 2-hydioxyethyl, 3- 
hydroxypropjd, 2-nietboxyefhyl, 3-metiioxypropyI, 2-(methylsu^)hin3d)ethyl, 2- 
(mefliylsulphon3i)efhyl, 2-(ethylsulphinyl)efhyi, 2-(efliyisulphonyl)ethyl, 2-(N,N- 
diniethylsulphanioyl)ethyl, 2-(N-melhylsulphamoyl)ethyl, 2-suIphamoylefiiyl, 2- 
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V 

J. V 

(meti3ylamino)ethyl, 3-<meth34ain]iio)piopyl, 2-<e1lQ4ammo)ethyl, 3-<e11iylaiiiino)prppyl, 2- 
Qj,;N[Hlime11iylai}am 3-QiJi-dimelhylan]^ 2-(H^--didhylaix]mo)efhyl, 3- 

Qj^.diediylanuiio)piopjd, 2'<N-meihyl-Ii-meth}isidphonyl^^ S-Qi-mefhyl-N- 
5 mefhylsulphoxQ^la]i3mo)propyl, 2-mo^^ 

piperidinopropyl, 2-(methylpiperidino)ethyl, 3-(inefhylpiperid3no)prop3d, 2- 
(ethylpiperidino)ethyl, 3-(ethylpiperidino)prDpyl, 2-((2-methoxyethyl)piperidini^t^^ 3-((2- 
methoxyefhyl)piperidmo)propyl, 2-<(2-me%lsulphcmyl)ethylpiperidino)ethyl, 3|((2- 
mefhylsidphonyl)ethylpiperidino)propyi, piperidin-S-ylmethyl, piperidin-4-ylmethyl, 2- 

10 (piperidm-3-yl)ethyl, 2-(piperidin-4-yl)ethyl, 3-(piperidm-3-yl)propyl, 3-(piperi^-4- 
yl)propyl, 2-(piperidin-2-yl)ethyl, 3-^iperidin-2-yl)propyl, (l-methylpiperidin-3-yl)methyl, 
(l-methylpiperidin-4-yl)methyl, (l-cyanomethylpiperidm-3--yl)methyl, (1- 
cyan<metfaylpiperidm-4-yl)m6tfayl, 2-(methyipiperidiii-3-yI)etiiyl, 2-(methylpiperidin-4- 
yl)ethyl, 2-<l-<5yanomethylpiperidiiih3^^ 2<l-K5yaiiomjBthylpiperi^^ 3- 

15 (mefliylp^eridm-3-y])propyl, 3-(methyipjperidm-4->i)pro^ 3<lH5yanome1hy^)iperidm-3- 
yl)propyl, 3-(l-cyanometh}4pipOTdm-4-)4)^^ 2-(e%lpiperidm-3-yl)efliyl, 2- 
(ethylpiperidin-4-3d)efliyl, 3-(ethylpq»eridiii-3-yl)propyl, 3-<efliylpiperidin-4-)4)prop>4, ((2- 
meihoxyethyl)pq>eridm-3-yl)mefh)^ ((2-mellioxyethyl)piperidin-4-yl)met]i^ 2-((2- 
meaioxyelhyl)piperidin-3-yI)ettiyl, 2<(2-meliioxyelhyl)piperidin-4-)^)elhy^ 3-((2- 

20 meflioxyethyl)piperidin-3-yl)propyl, 3<(2-mefhoxyethyl)piperidin-4-yl)propyl, (l-(2- 
methylsulphonyletiiyl)piperidin-3-yl)methyl, (1-^^^ 
yl)methyl, 2-((2-methylsulphon)dethyi)piperidin-3-yl)e^ 2-((2- 

metiLylsidphonylethyl)piperidin-4-yi)efhyl, 3-((2-methylsulphonylethyl)piperidin-3-yl)pix>pyl^ 

3- ((2"methylsulphonylethyl)piperidin-4-yl)propyl, l-isopropylpiperidin-2-ylmethyl, 1- 

25 isopropylpiperidin-3-ylmethyl, l-isopropylpiperidin-4-yhnethyl, 2-(l-isopropylpiperidin-2- 
yl)ethyl, 2-(l-isoprop)dpiperidin-3-yl)ethyl, 2-(l-isopropylpiperidin-4-yl)ethyl, 3hC1- 
isopTopylpiperidin-2-yl)piopyl, 3-(l-isopropylpiperidin-3-yl)piopyl, 3-(l-isopropylpiperi<iin- 

4- yl)propyl, 2-{piperidm-4-yloxy)elJiyl, 3*-(pipeddin-4-yloxy)piopyl» 2-(l- T"- 
(cyaiM)me%l)piperidin^^ 3<l-(cyanome%l)piperidin'4-yioxy)p 2-(l-(2- 

30 cyanoethyl)pipCTdiii-4-yloxy)etbiyl, 3-(l-(2-<?yanoefhyl)p9eridm-4-:^oxy)p^ 

(pjpeTBzm''Uyl)esfh% 3-Cpiperazm-l-jd)prppyl, (pym>Hdin-2-yl)mellrs^ 2-(pyripliam--l- 
yl)ethjd, 3-^yrrolidin-l-yi)propyl, (2'K>xo4etrafayd]p-2ff-pym>Udin-S-yi)met^^^ 
tetrahydn>-2iy-pyrix>Udm-5-yl)me<^ (5jS)-(2-oxo-telrahydiD-2iy-pyiToKdm-5-^^^ (1,3- 
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dioxolan-2-yl)metlijd, 2-(13-dioxolan-2-yl)eth>l, 2<2-methoxye1iiylanimo)elh3d, 2-Ql-(2- 
metibioxyefhyl)-H"nietbyla]i]ino)e&^^ 2-<2-hyd]x>xyet]r^amino)e^^ 3-(2- 
mettioxyethylaimno)propyl, 3-(N-<2Tmethoxyeihyl)-N-me*^^ 3-(2- 
5 hydroxyefhylainino)propyl, 2-methylthiazol-4-ylmethyl, 2-acetamidothiazol-4-ylmethyl, 1- 
inethylimidazol-2-ylmethyl, 2-(imi(iazol-l-yl)e1iiyl, 2-(2-methylimi<iazoH-yl)etiiyl, 2-(2" 
ethyliimda2oH-yl)etliyl, 3-(2-methyliinidazoH-yl)propyl, 3-(2-ethyliinidazoH-yl)propyl, 2- 
(l,2,3-tria2oH-yl)ethyl, 2-(l,2,3-triazol-2-yl)ethyl, 2-(l,2,4-triazol-l-yl)ethyl, 2-(l,2,4- 
triazol-4-yl)ethyl, 4-pyridylmethyl, 2-(4-pyridyl)ethyl, 3-(4-pyridyl)propyl, 2-(4- 
10 pyridyloxy)ethyl, 2-(4-pyridylanimo)ethyl, 2-(4-oxo-l,4-dihydro-l-pyrid54)ethyl, 2-(2-oxo- 
imidazolidm-l-yl)ethyl, 3-<2-oxo-iimda2olidin-l-yl)propyl, 2-fhiomQiphoImoethyl, 3- 
fhiomoipholinopropyl, 2-(l,l-dioxotliiQmoipholino)ethyl, 3-(l,l-dioxothioiiiorpholmo)pTopyl, 

2- (2-meflioxyeChoxy)efhyl, 2-(4-methylpq>erazin-l-yl)etli)4, 3-(4-metfa>dpq)6!razin-l-]d)piopyl, 

3- (methylsdplmiyl)pTop34, 3-{meth}dsulphoiiyl)p]X)pyl, 3-(ethylsidphin3d)piopyl, 3- 
15 (dhylsu^hon^)prop3d, 2-(5-methyl-l^,4-triazol-l-yl)etbyl, morpholino, 2-((N-(l- 

met]iyliimdazol-4-ylsulphonyl)-N-metfayl^ 

N-mefhyl)ainino)ethyl, 2-((N-me1iiyl-N-4-pyridyl)ainino)ethyl, 3-(4-oxidomoipholmo)propyl, 
2-(2-(4-methylpiperazin-l-yI)ethoxy)ethyl, 3-(2-(4-methylpiperazin-l-34)elhoxy)propyl, 2-(2- 
morpholinoethoxy)ethyl, 3-(2-morpholiiioethoxy)propyl, 2-(tetrahydropyraa-4-yIoxy)etliyl, 3- 
20 (tetrahydropyran-4-yloxy)propyl, 2-((2-(pyrroKdin-l-yl)ethyl)cari>amoyl)vinyl, 3-((2- 

(pyrrolidin- 1 -yl)ethyl)carbamoyl)prop-2-en- 1 -yl, 1 -(2-pyrroIidinylethyl)piperidin-4-ylmethyl, 

1- (3-pyrroKdinyipropyl)piperidm-4-ylmethyl, l"(2-piperidmylefhyl)piperidin--4-y]methyl5 1-(3- . 
piperidmylpropyl)piperidin-4-ylmethyl, l-(2-moipholmoethyl)piperidm-4-y]meth^^ l«-(3'- 
moipholinopropyl)piperidin-4-ylmefliyl, l-(2-thiomoipholmoethyl)piperidin'4-ylm l-(3- 

25 thiomoipholinopropyl)piperidin-4-yImethyl, l-(2-azetidinyle1hyl)piperidm-4-yImet^^^ or l-(3- 
azetidmylpropyl)piperidin-4-ylmethyl, 3-morphDlmo-2-hydroxypropyl, (2i{)-3-morpholino-2- 
hydroxypropyl, (2iS)-3-moipholino-2-hydroxypropyl, 3-piperidino-2-hydroxypropyl, (2J?>3- 
piperidmo-2-hydroxypropyl, (2iS)-3-piperidino-2-hydroxypropyl, 3-pyrrolidin-l-yi-2- 
hydrojq^ropyl, (2/?)-3-pyrrolidin-l-yl-2-hydroxypropyl, (25)-3-pytiolidm-l-yl-2- 

30 hydroxypropyl, 3Kl-methylpipera2m-4-yl)-2-hydioxypro^ (2J?>3-(l-methylpiperazin-4-yl>- 

2- hydioxypropyl, (25)-3<l-me<hylpiperazm-4-yl)-2-hydrox5^ 3-(JLN-^eth3dammo)-2- 
hydroxypropyl, (2/?)OKH^-^e1h3damino)-2-hydroxyprop (25)-3-(N^-die11iylamino>2- 
hydroxypropyl, 3-(isopropylamino)-2-hydroxypropyl, (2/i)-3-(isopiopyiainino>2- 
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hydroxjpropyl, (2iS)-3<isopropylamino)-2-hydioxypix)pyl, 3-(N^-diisoprop)dainiiio)-2- 
hydroxypropyl, (22?)-3-Q5^-<fiisopn)pylaiiiino)-2-hydroxyp^ or (2iS)-3-(N,N- 
dusopropylammo>2-hydroxypropyl]. 

5 According to another aspect of the present invention more particularly represents 

tcifluoromethyl, Ci-salkyl, amino or R^X^- [wherein is as hereinbefore defined and R^ 
represents ethyl, trifluoromethyl, 2,2,2-trifluoroethyl, 2-hydroxyethyl, 3-hydroxypropyl, 2- 
metfaoxyethyl, 3-metfaoxypropyl, 2-(methylsulphinyl)ethyl, 2-(methylsulphonyl)ethyl, 2- 
(ethylsulphinyl)ethyl, 2-(ethyisulphonyl)ethyl, 2-(N,N-dimethylsulphamoyl)ethyl, 2-(N- 

10 methylsulphamoyl)ethyl, 2-siilphamoylethyl, 2-(methylamino)ethyI, 3-(methylamino)propyl, 

2- (ethylamino)ethyl, 3-(ethyiamino)propyl, 2-(N,>i-dimethyianiino)ethyl, 3-Qi^- 
dimethylaniino)propyl, 2-^iJ-diefliylamino)ethyl, 3-QJ^-diethylamino)prop)d, 2-QS-methyl- 
N-methylsulphonylamino)eth54, 3-(H-inefhyl-N-methylsulphonylainino)propyl, 2- 
morpholinoethyl, 3-morpholinopropyl, 2-piperidinoeth54, 3-piperidinopropyl, 2- 

15 (methylpiperidino)ethyl, 3-(methylpiperidino)propyl, 2-(ethylpipeiidino)ethyl, 3- 
(efliylpiperidino)propyl, 2-((2-methoxyefhyl)piperidino)ethyi, 3-((2- 
methoxyethyl)piperidino)propyl, 2-((2-methylsulphonyl)efhylpiperidino)efli}4, 3-((2- 
mefhylsulphonyl)ethylpiperidino)propyl, piperidin-S-yhnethyl, piperidin-4-ylmethyl, 2- 
^iperidin-3-yl)ethyl, 2-(piperidin-4-yl)ethyl, 3-(piperidin-3-'yl)propyl, 3-(piperidin-4- 

20 yl)propyl, 2-(piperidin-2-yl)ethyl, 3-(piperidin-2-yl)propyl, (l-mefhylpiperidin-3-yl)methyl, 
(l-methylpiperidin-4-yl)methyl, (l-cyanomethylpiperidin-3-yI)methyl, (1- 
cyanomethyIpiperidin-4-yl)methyU 2-(methyIpiperidin-3-yl)ethyl, 2-(methylpiperidin-4- 
yl)ethyl, 2-(l-cyanomethylpiperidin-3-yl)ethyl, 2-(l-cyanomethylpiperidin-4-yl)ethyl, 3- 
(methylpiperidin-3-yl)propyl, 3-(methylpiperidin-4-yl)propyl, 3-(l-cyanomethylpiperidin-3- 

25 yl)propyl, 3-(l-cyanomethylpiperidin-4-yl)propyl, 2-(ethylpiperidin-3-yl)ethyl, 2- 

(ethylpiperidin-4-yl)ethyl, 3-(ethylpiperidin-3-yl)propyl, 3-(ediylpiperidin-4-yl)propyl, ((2- 
mefhoxyethyl)piperidin-3-yl)methyl, ((2-melhoxyethyl)piperidin-4-yl)methyl, 2-((2- 
mefhoxyethyl)piperidin-3-yl)ethyl, 2-((2-methoxyethyl)piperidin-4-yl)ethyl, 3-((2- 
mefho}qre%l)piperidin-3-yl)propyl, 3-((2-mefhoxyeQiyl)piperidin-4-yl)propyl, (l-(2- 

30 3nefliylsiilphonylethyl)piperidin-3-yl)methyl, (l-(2-methylsulphonylethyl)piperidin-4- 
yl)methyl, 2-((2-melhylsulphonylethyl)piperidin-3-yl)efhj4^ 2-((2- 
methylsulphonylefhyl)piperidin-4-yl)efhyl,3-((2-mefhylsulphonylea^^ 

3- ((2-methylsulphonylethyl)piperidin-4-yl)propyl, l-isopropylpiperidin-2-yhnethyi, 1- 
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isopropylpipendin-3->imetihyl, l-isopropylpiperidin-4-ylmethyl, 2-(l-isopropy^piperidin-2- 
yl)ethyl, 2-(l-isopropylpiperidin-3-yi)ethyl, 2-<l-isopropy^piperidin-4-yl)ethyl, 3-(l- 
isopropyipiperidin-2-yl)prapyl, 3-(l-isopropy^iperidin-3-yl)propyl, 3-(l-isopropy^piperidin- 
5 4-yl)propyl, 2-(piperidin-4-yloxy)ethyl, 3-(piperidiii-4-yloxy)propyl, 2-<l- 

(cyanomethyl)piperidin-4-yloxy)ethyl, 3-(l-(cyanomethyl)piperidin-4-yloxy)propyl, 2-(l-(2- 
cyanoethyl)piperidiii-4-yloxy)ethyl, 3--(l-(2-cyanoethyI)piperidiii-4-yloxy)propyI, 2- 
(pipera2dn-l-yl)ethyl, 3-(piperazm-l-yl)propyl, (pyrrolidin-2-yl)methyl, 2-(pyrrolidin-l- 
yl)ethyl, 3-(pyrrolidin-l-yl)propyl, (2-oxo-tetrahydro-2/y-pycrolidin-5-yl)methyl, 5(i?)-(2-oxo- 

10 te5ti:^ydro-2//-pyrroUdm-5-yl)m (5»S)<2-oxo-tetrahy(to-2Jy-pyrroUdin-5-yl)me^ (1,3- 
dioxolan-2-yl)metiiyl, 2-(l,3-(iioxolan-2-yl)ethyl, 2-(2-methoxyethylamino)ethyl, 2-(Nr(2' 
methoxyethyl)-Ii-methylainino)et^^ 2-(2-hydroxyethylainino)ethyl, 3-(2- 
metiioxyethylainino)propyl, 3-(N-(2-methoxyethyl)-N-metiiylaiiiino)pr^ 3-(2- 
hydroxyethylamino)propyl, 2-(l,2,3-triazoH-yl)elJiyi, 2-(l,2,3-triazol-2-yl)efliyl, 2-(l,2,4- 

15 triazoH-yl)efliyl, 2-(l,2,4-.friazol-4-3d)ethyl, 4-pyridylinethyl, 2-(4-pyridyl)ethyl, 3-(4- 
pyridji)propyU 2-(4-pyridyloxy)eth)i, 2-(4-pyridylaiiiino)ethyl, 2-(4-oxo-l,4-dihydro-l- 
pyridyl)efhjd, 2<2-oxo-iinidazolidin-l-yl)efhyl, 3-(2-oxo-miidazolidin-l-yl)propyI, 2- 
thiomorpholinoefhyl, 3-thiomoipliolinopropyl, 2-(l,l-dioxofhiomoiphol]Bo)ethyl, 3-(l,l- 
dioxothioinoipholmo)propyl, 2-(2-nieliioxyethoxy)ethyl, 2-(4-methylpiperazin-l-yI)ethyl, 3- 

20 (4-methylpiperazin-l-yl)propyl, 3-(methylsulphinyl)propyl, 3-(methylsulphonyl)propyl, 3- 
(efliylsulphinyl)propyl, 3-(ethylsulphonyl)prDpyl, 2-(5-methyl-l,2,4-triazoH-yl)ethyl, 
morpholino, 2-((N-(3-moiphoUnopropylsulphonyl)-N-methyl)ainmo)^^ 2-((N-mefhyl-N-4- 
pyridyl)amino)ethyi, 3-(4-oxidoinorpholino)propyl, 2-(2-(4-niethylpiperazin-l- 
yl)ethoxy)ethyl, 3-(2-(4-methylpiperazin-l-yl)ethoxy)propyl, 2-(2-morpholiiioethoxy)ethyl, 3- 

25 (2-inorpholmoethoxy)propyl, 2-(tetrahydropyran-4-yloxy)etliyl, 3-(te1rahydropyratt-4- 
yloxy)propyl, 2-((2-^yrroIidin-l-yI)ethyl)carbamoyl)vinyI, 3-((2-(pyrroIidin-l- 
yl)ethyl)carbamoyl)prop-2-en-l-yl, l-(2-pym)Udinylethyl)piperidin-4-ylme1h^^ l-(3- 
pyxK)Udinylpropyl)piperidin-4-ylme£h3d, l-(2-piperidmylethyl)piperidin-4-ylinelh^^ l-(3- 
pipOTdinylpropyl)pipOTdm-4-ylmethyl^ l-(2-motpholinoethyl)piperidiii-4-ylme^ l-(3- 

30 moipholinopropyl)piperidin-4-yhnet]iyl, l-(2-thiomoipholmoethyl)piperidm-4-jto l-(3- 
tWamoiphoUnopropyl)piperidin-4-ylme^^ l-(2-azetidinyIethyi)piperidin-4-ylmefhyl or 1"(3- 
azetidm>4propyl)piperidia-4-ylmdhyl, 3-inarpholino-2-hydioxypropyl, (2R>3-morpholmo-2- 
hydroxypropyl, (2iS)-3-morpholino-2-hydroxypropyl, 3-piperidmo-2-hydroxypropyl, (2i?)-3- 
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piperidino-2-hydroxypropyl, (25>3-piperidino-2-hy(irox5pxq)y^ 3-pyrrolidiii-l-yl-'2- 
hydioxypropyl, (2iJ)-3-pyiToUdin-l-yl-2-hydroxypropyl, (2iS)-3-pyrrolidin-l-yl-2- 
hydroxypropyl, 3-(l-methylpiperazin-4-yl>2-hydioxypropyl, (2i?)-3-(l-meth5dpipera2dn-4-yl)- 
5 2-hydroxypropyl, (25)-3-(l-me%lpiperazm-4-yl)-2-hydroxypropyl, 3-Qi,N-diefliylainino)-2- 
hydroxypropyl, (2i?)-3-{N^-(iiethylainino>2-hydrox^ (2iS)-3-(l>yi-diethylamino)-2- 
hydroxypropyl, 3<isopropylaniino)-2-.hydroxypropyl, (2R>3-(isopropylamino)-2- 
hydroxypropyl, (2iS)-3-(isopropylainmo)-2-hydroxypropyl, 3-(N,N-diisopropylamiiio>-2- 
hydroxypropyl, (2/?)-3-(NJi-diisopropylaiiiino>2-hydioxypropyl or (2iS)-3-(liN- 

10 diisopropylaiiiino)-2-hydroxypropyl]. 

In anotber aspect represents trifluoronietbyl, etboxy, trifluorometfaoxy, 2,2^- 
trifluoroethoxy, 2-hydiDxyethoxy, 3-hydroxypropoxy, 2-methoxyethoxy, 3-methoxypropoxy, 
2-(methyl5ulpliinyl)edioxy, 2-(nietiiyl5Ulphanyl)ethoxy, 2-(e&^[sulphinyl)ethoxy, 2- 
(efliylsulphonyl)ethoxy, 2-<N^-^imetiiylsulphamo)4^^ 2-(N-methylsulphamoyl)ethoxy, 

15 2-sulphainoylethoxy, 2-(meth)iaiiiino)etboxy, 3-(mefliylainino)propoxy, 2- 

(ethyiamino)edioxy, 3-(ethylaiiimo)pn>poxy, 2-<IiN-Kiimefliylainmo)et^ 3-QiJN- 
dime11iylainino)propoxy, 2-(N,N-diethylaiimio)etiioxy, 3-(N^-Kfiethylaimno)propoxy, 2-(N- 
methyl-N-methylsulphon>daimno)ethoxy, 3-(N-methyl-N-methylsulphQnylaniino)propoxy, 2- 
morpholinoethoxy, 3-morpholinopropoxy, 2-pipCTidinoeflioxy, 3-piperidiiiopropoxy, 2- 

20 (methylpiperidino)ethoxy, 3-(methylpiperidino)propoxy, 2-(ethylpiperidino)ethoxy, 3- 
(ethylpiperidino)propoxy, 2-((2-methoxyethyl)piperidino)ethoxy, 3-((2- 
methoxyethyl)piperidino)propoxy, 2-((2-methylsulphonyl)ethylpiperidmo)ethoxy, 3-((2- 
methylsiilphonyl)ethylpiperidino)propoxy, piperidm-3-yImethoxy, piperidm-4-ylmettioxy, 2- 
(piperidin-3-yl)ethoxy, 2-(piperidin-4-yl)ethoxy, 3-(piperidiii-3-yl)propoxy, 3-(piperidm-4- 

25 yI)propoxy, 2-(piperidin-2-yl)ethoxy, 3-(piperidin-2-yl)propoxy, (l-methylpq)eiidin-3- 
yl)metlioxy, (l-me1hylp]peridiii'-4-yl)methoxy, (l-cyaaomefhy^»iperidin-3-yl)melh (1- 
cyanomelhylpiperidin-4-yl)in^^ 2-(metiiylpiperidm-3-'yl)ethc>xy, 2-(niefbylpiperidm-4- 
)4)eflioxy, 2-(l-cyatiomethy]^iperidm-3-jd)efhoxy, 2-(l-cyanomethylpipOTdin-4-yl)ethoxy, 3- 
(me*by^iperidin-3-yl)propoxy, 3-<metiiylpiperidin-4-yi)propoxy, 3-(l-cyanometfaylpiperidjn- 

30 3-yl)propoxy, 3-(l-cyanoinethylpiperidin-4-yl)propoxy, 2-(ethy:^iperidin-3-yl)elhoxy, 2- 
(eiiiylpiperidm-4-yl)ethoxy, 3-(ethylpiperidin-3-yl)propoxy, 3-(ethylpiperidin-4-yl)propoxy, 
((2-methoxyethyl)piperidin-3-yl)meflioxy, ((2-methoxyefhyl)piperidin-4-yl)methoxy, 2-((2- 
methoxyethyl)piperidiii-3-yl)ethoxy, 2-((2-methoxyethyl)piperidin-4-yl)ethoxy, 3-((2- 
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melhoxyethyl)piperidm-3-yl)propoxy, 3-((2-methoxyefhyl)piperidin-4-yl)prqpoxy, (l-(2- 
me1hylsdphQnylethyl)pipendin-^ (l-(2-mefhybu^honyletfayl)pip6ddin 
yl)meflioxy, 2-((2-methylsdphonyle1ig4)piperidm-^ 2-((2- 
5 meth3dsidphonylethyl)piperidin'4-yl)e& 3-((2-me1hylsulphonylefh>4)pipOTdm 
yl)propoxy, 3-((2-methylsidphonylethyl)piperidin-4-yl)propo^^ l-isopropy]piperidin-2- 
ylmethoxy, l-isopropylpiperidiii-3-ylinethoxy, l-isopropylpiperidm-4-ylmethoxy, 2-(l- 
isopropylpiperidm-2-yl)ethoxy, 2-(l-isopropylpiperidia-3-yl)ethoxy, 2-(l-isopropylpiperidin- 
4-yl)ethoxy, 3-(l-isopropylpiperidin-2-yl)propoxy, 3-(l-isopropylpiperidin-3-yl)propoxy, 3- 

10 (l-isopropylpiperidin-4-yl)propoxy, 2-(piperidin-4-yloxy)ethoxy, 3-(piperidin-4- 

yloxy)propoxy, 2-(l"(cyanomethyl)piperidin-4-yloxy)ethoxy, 3-(l-(cyanomethyl)piperidin-4- 
yloxy)propoxy, 2-(l-(2-cyanoethyl)piperidin-4-yloxy)ethoxy, 3-(l-(2-cyanoethyl)piperidiii-4- 
yloxy)propoxy, 2-(piperazm-l-yl)etiioxy, 3-(piperazm-l-yl)propoxy, 0?yn:olidin-2- 
yl)methoxy, 2-(pyrrolidin-l-yl)ethoxy, 3-(pyrrolidin-l-yl)propoxy, (2-oxo-tetrahydro-2& 

15 pyirolidin-5-yl)methoxy, 5(J2H2-oxo-tetrahydn)-2ff-pyrroUdin-5-y^ (55)-(2-oxo- 
te1iahydro-2iJ-pyrroUdin-5-yl)methoxy, (l,3-dioxolan-2-yl)methoxy, 2-(l,3-clioxolan-2- 
yl)ethoxy, 2-(2-m€thoxydfaylamiiio)elJioxy, 2-(HK2-niethoxyefiiyl)-N-methylaiiim 
2-^2-hydroxye1hylainiiio)ethoxy, 3-^2-me!thoxyethylainino)piopoxy, 3-QiI-(2-'me1iioxyethyl)- 
N-methylainmo)propoxy, 3-(2-hydroxyethylamino)propoxy, 2-(l A3-triazoH-yI)ethoxy, 2- 

20 (i;2,3-triazol-2-yl)eflioxy, 2-.(l,2,4.triazol-l-yl)ethoxy, 2-(l,2,4-triazol-4-yl)elhoxy, 4- 
pyridytaiethyi, 2-(4-pyridyl)ethyl, 4-pyridylmethoxy, 2-(4-pyridyl)efhoxy, 3-(4- 
pyridyl)propoxy, 2-(4-pyridyloxy)ethoxy, 2-(4-pyridylainino)ethoxy, 2-(4-'Oxo-l,4-dihydro-l- 
pyridyl)ethoxy, 2-(2-oxo-imidazolidin-l-yl)ethoxy, 3-(2-oxo-iinidazolidin-l-yl)propoxy, 2- 
fhiomorpholinoethoxy, 3-thioinorpholinopropoxy, 2-(l,l-dioxothioiaorpholmo)ethoxy, 3- 

25 (l,l-dioxothioinoipholino)propoxy, 2-(2-methoxyethoxy)ethoxy, 2-(4-methylpiperazm-l- 
yl)ethoxy, 3-(4-mefliylpiperazin-l-yl)propoxy, 3-(metiiylsulphinyl)propoxy, 3- 
(methylsulphonyl)propoxy, 3-(ethylsulphinyl)propoxy, 3-(etliylsulphonyl)ptopoxy, 2-(5- 
methyl-l,2,4-triazol-l-yl)ethoxy,2-((>I-(3-moiphoUnopro^ 
meiliyl)ainino)ethoxy, 2-((N-mefbyl-N-4-pyridyl)ainino)ethoxy, 3-(4- 

30 oxidomorpholino)propoxy, 2-(2-(4-me1hylpipera2m-l-yl)e1iioxy)ethoxy, 3-(2-(4- 
methylpipera2in-'l--yl)efhoxy)propoxy, 2-(2-inorpholmoethoxy)ethoxy, 3-(2- 
moipholmoelJioxy)piopoxy, 2-(tetrahydropyran-4-yloxy)elJioxy, 3-(tetrahydropyran-4- 
yloxy)propoxy, 2-((2-^ynx)Hdin-l-yl)e1hyl)caibamoyl)vm 3-((2-0)ycroKdm-l- 



wo 02/16348 



PCT/GBOl/03585 



-50- 

yl)e<hyl)caibamoyl)prop-2-eii-l-yloxy, l-(2-pyrroUdmylefliyl)piperidin-4-y^ l-(3- 
pyrit)Udin3dpropyl)piperidin-4-ylmefhoxy, l-(2-piperidmylethyl)piperidm-4-y]m l-(3- 
piperidinylpropyl)piperidui-4-ylmethoxy, l-(2-moipholinoethyl)piperidin-4-ylmethoxy, l-(3- 

5 morpholmopropyl)piperidm-4-ylmethoxy, l-(2-lMomoipholinoethyl)piperidm'4-yImethox 
1 -(3-tWomorpholinopropyl)piperidin-4-ylmethoxy, 1 -(2-azetidinylethyl)piperidin-4- 
ylmethoxy or l-(3-azetidinylpropyl)piperi(iin'4-yimethoxy, 3-moipholino-2-hydroxypropoxy, 
(2/J)-3-moipholino-2~hydroxypropoxy5 (2iS)-3-moipholino-2-hydroxypropoxy, 3"piperidino-2- 
hydroxypropoxy, (2i?)-3-piperidino-2-liydroxypropoxy, (25)-3-piperidino-2-hydroxypropoxy, 

10 3-pycrolidin-l-yl-2-hydroxypropoxy, (2/{)-3-^yn:oUdin-l-yl-2-hydroxypropoxy, (25)-3- 
pynolidin-l-yl-2-hydroxypax)poxy, 3-(l-methy]^iperazm-4-yl)-2-hy(koxypn>poxy^ (2ii)-3-(l- 
mediylpiperazin-4-yl)-2-hydroxypiopoxy, (2iS)-3-(l-meth)dpiperazm-4-yl)-2-hydioxy^ 
3-(N,N-diethylainino)-2-hydroxypiopoxy, (2/f)-3-(N^Hiiefhylamino)-2-hydio 
(25)-3-(N^-^ethylaniino)-2-hydroxyp^ 3-(isopropylamino)-2-hydroxypropoxy, {2Ry 

15 3-<isopix)pylammo)-2-hydroxypropoxy, (2fi>-3-(isopropylaimno)-2~hydn)xypropo^^ 3-(N^- 
diisopropylammo)-2-liydroxypropoxy, (2/?)-3-(>LN-dusopropylan3dno)-2-hydroxypropoxy or 
(2iS)-3-Qi,N-dusopropylamino)-2-hydroxypropoxy. 

In another aspect of the present invention there is provided the use of compounds of 
the formula la: 




da) 

wherdn ring C, R^ R\ R^, m and n are as defined hereuibefore and Za represents -O, -CH2-, 
-NH- or -S-; or a salt thereof, or a prodrug thereof for example an ester or an amide, in the 
30 manufacture of a medicament for use in the production of an antiangiogenic and/or vascular 
permeability reducing effect in warm-blooded animals such as humans. 

In another aspect of the present invention there is provided the use of confounds of 
the formula lb: 
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5 




Ob) 

10 

wherein ring C, R^, R\ R^, m and n are as defined hereinbefore and Zb represents 
-NH- or -S-; or a salt thereof, or a prodrug thereof for example an esta- or an amide, in the 
manufacture of a medicament for use in the production of an antiangiogenic and/or vascular 
permeability reducing effect in warm-blooded animals such as humans. 
IS In another aspect of the present invention there is provided the use of compounds of 

the formulaic: 



20 




25 (Ic) 

wherein ring C, R^, R\ R^, m and n are as defined hereinbefore and Zc represents -0-; or a 
salt thereoj^ or a prodrug thereof for exanxple an ester or an amide, in the manufacture of a 
medicament for use in the production of an antiangiogenic and/or vascular permeability 
30 reducing effect in warm-blooded animals such as humans. 

According to another aspect of the present invention th^ is provided a compound 
of the formula I as defined hereinbefore and salts thereol^ and prodrugs thereof for exan^le 
esters and amides. 
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According to another aspect of the preseat inventioii there is provided a coiiq)oiind 
of the fommla as defined hereinbefore and salts thereoi^ and prodnxgs thereof for example 
esters, amides and sulphides, preferably esters and amides. 
5 According to another aspect of the preseot invention there is provided a compound 

of the formula la as defined hereinbefore and salts thereof, and prodrugs thereof for example 
esters and amides. 

According to another aspect of the present invention there is provided a compound 
of the formula lb as defined hereinbefore and salts thereo:^ and prodrugs thereof for example 
10 esters and amides. 

According to another aspect of the present iuvention there is provided a compound 
of the formula Ic as defined hereinbefore and salts thereoj^ and prodrugs thereof for example 
esters and amides. 

According to another aspect of the present invention there is provided a compound 
IS of the formula lb as defined hereinbefore with the proviso that: 
if Z is -S- then at least one is not hydrogen; 

if Z is -O- then at least one is not selected fiiom hydrogen, mefhoxy, nitro, cyano, chloro 
and amino and if R^ is a group R^-X* then is not selected &om -lfR}\ -C(0)NR^- and 
-C(0)s 

20 if Z is -NH- then at least one R^ is not selected &om hydrogen, methyl, trifluoromethyl, nitro, 
amino, carbamoyl, methylsulphonyl, benzyl, phenylcarbonylamino, benzylcarbamoyl and 
benzylsulphanyl and if R^ is a group R^-X^ then X^ is not selected from -NR^^- and a direct 
bond; 

and salts thereof, and prodrags thereof for example esters and amides. 
25 According to another aspect of the preset invention th^ is provided a compound 

of the formula Ic as defined hereinbefore with the proviso that at least one R^ is not selected 

fix)m hydrogen, methoxy, nitro, cyano, chloro and amino and if R^ is a groiq) R^-X^ then X^ is 

not selected &om -NR^% -C(0)NR^- and -C(0)s 

and salts thereof, and prodrugs thereof for cxsmple esters and amides. 
30 A preferred compound of the present invention is 

2-(2-me1hylindol-5-yloxy)-5"trifluoromethylpyridine 

and salts thereof. 
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For the avoidance of doubt it is to be understood that where in this specification a 
groiqp is qualified by 'hereinbefore defined' or 'defined hereinbefcne' the said group 
encoicq>asses the first occurring and broadest definition as well as each and all of the preferred 
S definitions for that group. 

In this specification unless stated otherwise the term "alkyl" includes both straight 
. and branched chain alkyl groups but references to individual alkyl groups such as "propyl" are 
specific for the straight chain version only. An analogous convention applies to other generic 
terms. Unless otherwise stated the term "alkyl" advantageously refers to chains with 1-6 

10 carbon atoms, preferably 1-4 carbon atoms. The term "alkoxy*' as used herein, unless stated 
otherwise includes **alkyl"-0- groups in which "alkyl"' is as hereinbefore defined. The term 
''aryF' as used herein unless stated otherwise includes reference to a Cs-io a^yd groiq) which 
may, if desired, carry one or more substituents selected &am halogeno, alkyl, alkoxy, nitro, 
trifluoromethyl and cyano, (wherein alkyl and alkoxy are as hereinbefore defined). The term 

1 5 "aryloxy*' as used herein unless otherwise stated includes "atyr-O-groups in which "aiyl" is 
as hereinbefore defined. The term '*sulphonyloxy" as used harem refers to alkylsulphonyloxy 
and arylsulphonyloxy groups in which ''alkyl" and "aryT* are as hereinbefore defined. The 
term "alkanoyl" as used h^in unless otherwise stated includes formyl and alk^OO groups 
in which "alkyl" is as defined hereinbefore, for example C2alkanoyl is efhanoyl and refers to 

20 CH3CK), Cialkanoyl is foimyl and refers to CHO. In this specification unless stated 
otherwise the term "alkenyl" includes both straight and branched chain alkenyl groups but 
refer^ces to individual alkenyl groups such as 2-butenyl are specific for the straight chain 
version only. Unless otherwise stated the term "alkenyl" advantageously refers to chains with 
2-5 carbon atoms, preferably 3-4 carbon atoms. In this specification unless stated otherwise 

25 the term "alkynyl" includes both straight and branched chain alkynyl groups but references to 
individual alkynyl groups such as 2-butynyl are specific for the straight chain version only. 
Unless otherwise stated the term "allg^yr advantageously refers to chains with 2-5 carbon 
atoms, preferably 3-4 carbon atoms. Unless stated otherwise the term 'lialoalJqd" refers to an 
alkyl group as defined hereinbefore which bears one or more halogeno groups, such as for 

30 example trifluoromethyl. 

For the avoidance of any doubt, where has a value of substituted or unsubstituted 
Ci-salkyl, has been selected fix>m Ci-aalkyl or firom a ffo\xp R^X^ wherem is a direct 
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bond or -CH2- and is C^salkyl which may be unsubstitated or which may be substituted 
vnih one or more groiQ)s selected fiom hydroxy, fluoro, chloro, bromo and amino. 

Within the present invention it is to be understood that a compound of the formula I or 
5 a salt thereof may exhibit the phenomenon of tautomCTsm and that the fonnulae drawings 
within this specification can represent only one of the possible tautomeric forms. It is to be 
understood that the invention encompasses any tautomeric form which inhibits VEGF 
receptor tyrosine kinase activity and is not to be limited merely to any one tautorneric form 
utilised within the fonnulae drawings. The fonnulae drawings within this specification can 

10 represent only one of the possible tautomeric forms and it is to be understood that the 
specification encompasses all possible tautomeric forms of the compounds drawn not just 
those forms which it has been possible to show gr^hically herein. 

It will be appreciated that conipounds of the formula I or a salt thereof may possess an 
asymmetric carbon atom. Such an asymmetric carbon atom is also involved in the 

1 5 tautomerism described above, and it is to be understood ttiat the present invention 
encompasses any chiral form (including both pure enantiomers, scalemic and racemic 
mixtures) as well as any tautomeric form which inhibits VEGF receptor tyrosine kmase 
activity, and is not to be limited merely to any one tautomeric form or chiral form utilised 
within the formulae drawings. It is to be understood that the invention encompasses all 

20 optical and diastereomers which inhibit VEGF receptor tyrosine kinase activit^^ Itisfiirther 
to be understood that in the names of chiral compounds (R,5) denotes any scalemic or racemic 
mixture while (R) and (S) denote the enantiomers. In the absence of (if,iS), (R) or (S) in the 
name it is to be understood that the name refers to any scalemic or racemic mixture, wherein a 
scalemic mixture contains R and S enantiomers in any relative proportions and a racemic 

25 mixture contains R and S enantiomers in the ration 50:50. 

It is also to be understood that certain corcpounds of the formula I and salts thereof can 
exist in solvated as well as unsolvated forms such as, for exan^ple, hydrated forms. It is to be 
understood that the invmtion encompasses all such solvated forms which inhibit VEGF 
receptor tyrosine Idnase activity. 

30 For the avoidance of any doubt, it is to be understood that when is, for exanq)le, a 

group of formula -NR^C(0)-, it is the nitrogen atom bearing the group whidi is attached to 
ring C and the carbonyl (C(0)) group is attached to R^ whereas when is, for example, a 
group of formula -C(0)NR^-, it is the cazbonyl groiQ> which is attached to ring C and the 
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nitrogen atom bearing IheR^grotq) is attached to A similar conveatioti ^lies to the 

other two atom linking groups such as -NR^SOst- aad -SO2NR*-. When X* is -NR^°- it is 

the nitrog^ atom bearing the R^^ groiqp i^ch is linked to ring C and to R^. An analogous 
5 convention applies to other groups. Itisfinihertobeund^oodtiiatwhenX^ rqxresents- 

NR^^- and R^^ is CijalkoxyCi-aalkyl it is the C2.3alkyl moiety which is linked to the nitrogen 

atom of and an analogous convention applies to other groups. 

For the avoidance of any doubt, it is to be understood that in a compoxmd of the 

formula I when R^ is, for example, a group of formula Ci-salkylX^Ci-aalkylR^^, it is the 
10 terminal Ci^alkyl moiety which is linked to X^ similarly when R^ is, for example, a group of 

formula C2.5alkenylR^^ it is the C2-5alkenyl moiety which is linked to X^ and an analogous 

convention applies to other groups. When R^ is a group l-R^^prop-l-en-3-yl it is the first 

carbon to which the group R^^ is attached and it is the third carbon which is linked to X^ and 

an analogous convention applies to other groiqps. 
IS For the avoidance of any doubt, it is to be understood that in a conopound of the 

formula I when R^ is, for example, R^^ and R^* is a pyrrolidinyi ring widch bears a group -(-O- 

)f(CMa]kyl)gringJ), it is the -O- or CMallcyl which is linked to the pyrrolidinyi ring, unless f 

and g are both 0 when it is ring D which is linked to the pyrrolidinyi ring and an analogous 

convention applies to other groups. 
20 For the avoidance of any doubt, it is to be understood that when R^^ carries a Ci. 

4aminoa]kyl substituent it is the CMalkyl moiety which is attached to R^^ whereas when R^^ 

carries a CMalkylamino substituent it is the amino moiety \^ch is attached to R^^ and an 

analogous convention applies to other groups. 

For the avoidance of any doubt, it is to be understood that when R^^ carries a Ci- 
25 4alkoxyCi-4alkyl substituent it is the CMalkyl moiety which is attached to R^^ and an 

analogous convention applies to other groups. 

For the avoidance of any doubt, it is to be understood that when R^ is -Ci-5alkyl(ring 

B) it is the alkyl chain which is linked to the indole group and ring B is attached to the alkyl 

chain and an analogous convention applies to other groups. 
30 For the avoidance of any doubt, it is to be understood that when R^ is C2. ^ 

5alkenylaminoCi.4aIkyl, it is the CMalkyl group which is linked to the nitrogen atom of the 5- 

membered ring and an analogous convention supplies to other groups. 
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The present invention relates to the confounds of formula I as hereinbefore defined as 
well as to the salts thereof. Salts for use in pharmaceutical coropositions will be 
pharmaceudcally acceptable salts, but other salts may be useful in the production of the 
5 compounds offonnula I and fheirpharmaceutically acceptable salts. Phannaceutically 
acceptable salts of the invention may, for example, include acid addition salts of the 
compounds of formula I as hereinbefore dejBned which are sufficiently basic to form such 
salts. Such acid addition salts include for example salts with inorganic or organic acids 
affording phannaceutically acceptable anions such as with hydrogen hahdes (especially 

1 0 hydrochloric or hydrobromic acid of which hydrochloric acid is particularly preferred) or with 
sulphuric or phosphoric acid, or with trifluoroacetic, citric or maleic acid. In addition where 
the conqpounds of formula I are sufficiently acidic, phannaceutically accq)table salts may be 
formed with an inorganic or organic base which affords a phannaceutically acceptable cadon. 
Such salts with inorganic or oiganic bases include for example an alkali metal salt, such as a 

15 sodium or potassium salt, an alkaline earth metal salt such as a calcium or magnesium salt, an 
ammonium salt or for example a salt with methylamine, dimethylamine, trimelhylamine, 
piperidine, morpholine or tris-(2-hydroxyetibiyl)amine. 

A conxpound of the formula I, or salt Ihereoj^ and other compounds of the invention 
(as hereinafter defined) may be prepared by any process known to be applicable to the 

20 preparation of chemically-related compounds. Such processes include, for example, those 
illustrated in Ihtemational Patent AppUcation PubUcaiton No. WO 00/47212 (Application No. 
PCT/GBOO/00373). Such processes also include, for example, soUd phase synfliesis. Such 
processes, are provided as a further feature of the invention and are as described hereinafter. 
Necessary starting materials may be obtained by standard procedures of organic ch«nistry. 

25 The preparation of such starting materials is described wifliin fbe accompanying non-limiting 
Examples. Alternatively necessary starting materials are obtainable by analogous procedures 
to those illustrated which are within the ordinary skill of an organic chemist 

Thus, the following processes (a) to (f) and (i) to (vi) constitute fijrther features of 
the present invention. 

30 

Synthesis of Compounds of Formula I 

(a) Compounds of the formula I and salts thereof may be prepared by the reaction of a 
compound of the formula III: 
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m 

(wherein ring C, and m are as defined hereinbefore and is a displaceable moiety), with a 
compound of the formula IV: 

10 



15 




(IV) 

20 (wherein R**, R\ Gi, G2, G3, G4, G5, Z and n are as defined hereinbefore) to obtain compounds 
of the formula I and salts thereof A convenient displaceable moiety is, for example, a 
halogeno, alkoxy (preferably CMalkoxy), aryloxy, alkylsulphanyl, arylsulphanyl, 
alkoxyalkylsulphanyl or sulphonyloxy group, for example a chloro, bromo, methoxy, 
phenoxy, methylsulphanyl, 2-methoxyethylsulphanyl, metfaanesulphonyloxy or 

25 toluene-4-sulphonyloxy group. 

The reaction is advantageously effected in the presence of a base. When Z is -O 
such a base is, for example, an organic amine base such as, for example, pyridine, 2,6-lutidine, 
collidine, 4-dimelhylanunopyridine, triethylamiue, morpholine, N-methyhnorpholine or 
diazabicycIo[S.4.0]undec-7-ene, tetramethylguanidine or for exanq>le, an alkali metal or 

30 alkaline earth metal caibonate or hydroxide, for exanQ>le sodium carbonate, potassium 
carbonate, cesium carbonate, calcium carbonate, sodium hydroxide or potassium hydroxide. 
Alternatively such a base is, for example, an alkali metal hydride, for example sodium 
hydride, or an alkali metal or alkaline earth metal amide, for exan^>le sodium amide, sodium 
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bis(trime1hylsilyl)amide, potassium amide or potassium bis(trimet!iyl8ilyl)amide. The 
reaction is preferably effected in the presence of an inert solvent or diluent, fcxr example an 
ether such as tetrahydrofuran or 1,4-dioxan, an aromatic hydrocarbon solvent such as toluene, 
5 or a dipolar aprotic solvent such as N,N-dimethylfonnamid6,>^ 

M-niethylpyrrolidin-Z-one or dimethyl sulphoxide. The reaction is conveniently effected at a 
temperature in the range, for example, 10 to 1 50^*0, preferably in the range 20 to 1 lO^C. 

When Z is -NH- the reaction is advantageously effected in the presence of either an 
acid or a base. Such an acid is for example, an anhydrous inorgaxiic acid such as hydrochloric 
10 acid, in the presence of a protic solvent or diluent, for example an alcohol or ester such as 
methanol, ethanol, 2-propanol, 2-pentanol. 

When it is desired to obtain the acid salt, the free base may be treated with an acid 
such as a hydrogen halide, for example hydrogen chloride, sulphuric acid, a sulphonic acid, 
for sample methane sulphonic acid, or a carfooxylic acid, for example acetic or citric acid, 
IS using a convCTtional procedure. 

(b) Production of those compounds of formula I and salts thereof wherein at least one 

is R^X^ wherein R^ is as defined hereinbefore and is -0-, -S-, -0C(0)- or -NR*^- 
(wherein R^^ independently represents hydrogen, Ci-aalkjd or Ci.3aIkoxyC2-3a]]gd) can be 
achieved by the reaction, conveniently in the presence of a base (as defined hereinbefore in 
20 process (a)) of a compound of the fcnmula V: 



25 




(V) 

30 

(wherein ring C, R\ Z, Gi, Gb, G3, G4, G5, R\ and n are as herednbefiMe defined and is 
as hereinbefore defined in this section and s is an integer &om 0 to 3) with a conq>ovind of 
fbrmulaVI: 
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R^-L^ (VI) 

(wherem aad are as hereinbefore defined), is a displaceable moiely for example a 
5 halogeno or sulphonjdoxy group such as a bromo, methanesulphonsdoxy or toluene-4- 

sulphonyloxy group, or may be generated in situ jfrom an alcohol under standard Mitsunobu 
conditions ("Organic Reactions", John Wiley & Sons Ihc, 1992, vol 42, chapter 2, David L 
Hughes). The reaction is preferably effected in the presence of a base (as defined hereinbefore 
in process (a)) and advantageously in the presence of an inert solvent or diluent (as defined 
10 hereinbefore in process (a)), advantageously at a tempCTature in the range, for example 10 to 
150°C, conveniently at about 50°C. 

(c) Compounds of the formula I and salts thereof wh^in at least one R^isR^X^ 
wherein R^ is as defined hereinbefore and is -0-, -S-, -0C(0)- or -NR^^- (wherein R*^ 
represents hydrogen, Cuaalkyl or CiJ^sJkoxyCz^sBSkyl) maybe prepared by the reaction of a 
1 5 compound of the fonnula VII: 



20 




25 with a conq)ound of the formula VIE: 

R^-X^-H (Vm) 

(wherem ring C, R^ R\ R^, R^, Gu G2, G3, G4, G5, Z, n and s are all as hereuibefore 
30 defined and X^ is as hereinbefore defined in this section). The reaction may conveniently be 
effected in the presence of a base (as defined hereinbefore in process (a)) and advantageously 
in the presence of an inert solvent or diluent (as defined hereinbefore in process (a)). 
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advantageously at a temperatute in the iange» £3r exanq>le 1 0 to ISO'^Q conveoienay at about 
100°C. 

(d) Compounds of the formula I and salts thereof wherein at least one is wherein 
5 xMs as defined hereinbefore and R^ is Ci-saDq^^, wherein R^ is selected &om one of the 
following nine groins: 

1) X^^Ci.salkyl (wherem X^^ represents -0-, -S-, -SO2-, -NR^^C(O)- or -NR^S02- (wherein 
R^^ and R^ which may be the same or different are each hydrogen, Ci-jalkyl or Ci-salkoxyCa- 
salkyl); 

10 2) NR^^^^ (wherein R^^ and R^^ which may be the same or different are each hydrogen, Ci- 
salkyl or Ci.3alkoxyC2-3alkyl); 

3) X^^Ci.salkylX^R^ (whereinX^^ represents -0-, -SO2-, -NR^^C(0)-, -NR^^SOz- or- 
NR^^- (wherein R^^, R^^, and R^^ which may be the same or diffiarent are each hydrogen, Ci- 
3a]kyl or Ci-salkoxyCs-salkyl) and X^ and R^ are as defined hemnbefore); 
15 4) R^ (wherein R^ is as defined hereinbefore); 

5) X^^R^ (wherem X^^ represents -0-, -S-, -SOj-, -NR''^C(0)-, -NR^^SOz-, or-NR^^^ 
(wherein R^^, R^\ and R^^ which maybe the same or different are each hydrogen, Ci-aalkyl or 
Ci.3^oxyC2.3alkyl) and R^ is as defined hereinbefiMre); and 

6) X^^Ci-salkylR^^ (wherein X" represents -O-, -S-, -SO2-, -NR"C(0>, -NR''^S02- or -NR^^- 
20 (wherein R^, R^^ and R^^ each independently represents hydrogen, Ci.salkyi or 

Ci.3alkoxyC2.3alkyl) and R^^ is as defined hereinbefore); 

7) R^^ (wherein R^^ is as defined hereinbefore); 

8) X^^CMalkylR^^ (wherein X^^ and R^^ are as defined hereinbefore); and 

. 9) R^(CMaIkyl)q(X^)rR^^ (wherein q, r, X^ R^"^ and R^^ are as defined hereinbefore); 
25 may be prq)ared by reacting a compound of the formula IX: 



30 
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(IX) 

10 

(wherein ring C, L\ X^ R^, R^, Gu Gz, G3, G4, G5, Z, n and s are as hereinbefore defined) 
with a conq)ound of the formula X: 

R^^-H PO 

15 (wherein R^^ is as defined hereinbefore) to give a compound of the formula I or salt thereof. 
The reaction may conveniently be effected in the presence of a base (as defined hereinbefore 
in process (a)) and advantageously in the presence of an inert solvent or diluent (as defined 
hereinbefore in process (a)), and at a temperature in the range, for exanaple 0 to 150°C, 
conveniently at about 50°C. 

20 Processes (a) and (b) are preferred over processes (c) and (d). 

Process (a) is preferred over processes (b), (c) and (d). 
(e) The production of those compounds of the formula I and salts thereof wherein one or 
more of the substituents (S})m is rq)resented by -NR^^^^, where one (and the otiier is 
hydrogen) or botii of R^^ and R^^ are Ci-aalkyl, may be effected by the reaction of compounds of 

25 formula I wherein the substituent (S})^ is an amino group and an alkylating ageat, preferably in 
the presence of a base as defined hereinbefore. Such alkylating agents are Ci.salkyi moieties 
bearing a displaceable moiety as defined hereinbefore such as Ci.aalkyi halides for example Ci- 
salkyl chloride, bromide or iodide. The reaction is preferably effected in the presence of an 
inert solvent or diluent (as defined hereinbefore in process (a)) and at a temperature in the 

30 range, for example, 10 to 100°C, conveniently at about ambient temperature. The production of 
compounds of formula I and salts thereof wherem one or more of the substituents R^ is an 
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amino gcovp may be effected by the reduction of a correqKmding compound of formula I 
wherein the substituent(s) at the corresponding position(s) of ring C is/are a nitro groiqp(s). The 
reduction of the nitro group may convenientiy be effected by any of the procedures known for 
S suchatransfonnation. The reduction may be carried out, for exainple, by the hydrogenation of 
a solution of the nitro compound in tiie presence of an inert solvent or diluent as defined 
hereinbefore in the presence of a metal effective to catalyse hydrogenation reactions such as 
palladium or platinum. A further reducing agent is, for exarople, an activated metal such as 
activated iron (produced for example by washing iron powder with a dilute solution of an acid 

10 such as hydrochloric acid). Thus, for example, the reduction may be effected by heating the 
nitro coiiq)ound and the activated metal in the presence of a solvent or diluent such as a mixture 
of water and alcohol, for example methanol or ethanol, to a temperature in the range, for 
example 50 to 150*^C, convenientiy at about 70°C- 

Where the reduction is effected in the presence of activated iron, this is 

1 5 advantageously produced in situ, convenientiy by the use of kon, generally iron^powder, in the 
presence of acetic acid/water and preferably at about 1 OO^C. The production of a compound 
of formula I and salts thereof wherein the substituent(s) at the corresponding position(s) of 
ring C is/are a nitro group(s) may be effected by the processes described hereinbefore and 
hereinafter in processes (a-d) and (i-v) using a compound selected &om the compounds of the 

20 formulae (I-XVH) in which the substituent(s) at the corresponding position(s) of ring C is/are 
a nitro groi5)(s). 

(f) Compounds of the formula I and salts thereof wherein is -SO- or -SO2- may be 
prepared by oxidation from the corresponding compound in which is -S- or -SO- (when X^ 
is -SO2- is required in the j5nal product). Conventional oxidation conditions and reagents for 
25 such reactions are well known to the skilled chemist. 
Svnfliesis of Intermediates 

(i) The compounds of formula HI and salts thereof in which is halogeno may for 
exanq)le be prq)ared by halogenating a compound of the formula XL 



O 



30 




(XI) 
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whereinring C, and m are as herdnbefore defined. 

Convenient halogenating agents include inorganic acid halides, for example thionyl 
chloride, phosphorus(III)chloride» pliospliorus(V)oxychloride andpliosplionis(V)chloride. 
5 The halogenation reaction may be effected in the presence of an inert solvent or diluent such 
as for example a halogenated solvent such as melhylene chloride, tdchloromeihane or carbon 
tetrachloride, or an aromatic hydrocaibon solvent such as benzene or toluene, or the reaction 
may be effected without the presence of a solvent. The reaction is conveniently effected at a 
temperature in the range, for example 10 to 150^C, preferably in the range 40 to lOO^C. 
1 0 The compounds of formula XI and salts thereof may, for example, be prqpared by 

reacting a compound of the formula XII: 



O 



15 




Cxn) 

(wherein ring C, R^, s and are as hereinbefDre defined) with a compound of the formula 

Vm as herembefore defined The reaction may convenimtly be effected in the presence of a 
20 base (as defined hereinbefore in process (a)) and advantageously in the presence of an inert 

solvent or diluent (as defined hereinbefore in process (a)), advantageously at a temperature in 

the range, for example 10 to 150°C, conveniently at about llO^C. 

The compounds of formula XT and Xn and salts thereof may be prepared by any of the 

methods known in the art of heterocycUc organic chemistry. 
25 The compounds of fonnxila III and salts thereof wherein at least one is R^X^ and 

wherein X^ is -0-, -S-, -SO2-, -OC(OK -C(0)NR% -SO2NR*- or -NR^^- (wherein R^ R^ and 

R^^ each independently represents hydrogen, Ci-salkyl or Ci-salkoxyCa-aallQi), may also be 

prepared for example by reacting a compound of the formula XUI: 



30 
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L2 



5 




cm 

(wherein ring C, and s are as hereinbefore defined, is as hereinbefore defined in this 
10 . section and represents a displaceable protecting moiety) with a compound of the formula 
VI as hereinbefore defined, whereby to obtain a compound of formula m in which is 
represented by 

A confound of formula XDI is conveniently used in wMch j} represents a chloio 
group or a phenoxy group which may if desired carry up to 5 substituents, preferably up to 2 
15 substituents, selected firom halogeno, nitro and cyano. The reaction may be conveniently 
effected und^ conditions as described for process (b) hereuibefore. 

The compounds of formula Xm and salts thereof may for example be prepared by 
deprotecting a compound of the formula XIV: 




(XIV) 

(wherein ring C, R^, s and are as hereinbefore defined, is a protectii^ group and X^ is as 
hereinbefore defined in the section describing compounds of the formula Xm). The choice of 
25 protecting group is within the standard knowledge of an organic chemist, for exaoqsle those 
included in standard texts such as "Protective Groups in Organic Synthesis" T.W. Greene and 
R,G.M.Wuts, 2nd Ed. Wiley 1991, including N-sulphonyl derivatives (for example, p- 
toluenesulphonyl), carbamates (for example, t-butyi caibonyl), N-alkyl derivatives (for 
example, 2-chloroethyl, benzyl) and amino acetal derivatives (for example benzyloxymethyl). 
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The removal of such a protecting gcoup may be e£fected by any of the procedures known for 
such a transfonnadon, including &ose reaction conditions indicated in standard texts such as 
that indicated hereinbefore, or by a related procedure. Deprotection may be effected by 
5 techniques well known in the literature, for example where represents a benzyl group 
deprotection may be effected by hydrogenolysis or by treatment with trifluoroacetic add. 

One compound of formula III may if desired be converted into another compound of 
formula III in which the moiety is different. Thus for example a compound of formula HI 
in which is other than halogeno, for example optionally substituted phenoxy, may be 
10 converted to a compound of formula HI in which is halogeno by hydrolysis of a compound 
of formula HI (in which is other than halogeno) to yield a compound of formula XI as 
hereinbefore defined, followed by introduction of halide to the conipound of formula XI, thus 
obtained as hereinbefore defined, to yield a con:q>ound of formula III in which represents 
halogen. 

15 (ii) Compounds of formula IV may be prepared by any of the methods known in Hhe 

art, such as for example those described in *Tiidoles Part F, "Indoles Part IT*, 1972 John Wiley 
& Sons Ltd and ^Indoles Part IE" 1979, John Wiley & Sons Ltd, edited by W. L Houlihan. 
Compounds of formula IV may be prepared by any of the methods described in the Examples 
hereinafter. 

20 Compounds of formula IV may be prepared by any of the processes described in International 
Patent Application PubUcationNo. WO 00/47212, the entire content of which is included 
herein by reference, with particular reference to the processes described in WO 00/47212 in 
Examples 48, 182 237, 242, 250 and 291 therein. 

For example the azaindole 2-methyl-Lff-pyrrolo[2,3-&]pyridin-5-ol, may be prepared 
25 according to the method described in Reference Example 1 hereinafter. 

(iii) Compounds of formula V as hereinbefore defined and salts thereof may be made by 
deprotecting the compound of formula XV: 



30 
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(wherein ring C, R^ Z, R^, Gi, G2, G3, G4, G5, n and s are as hereinbefore defined and 

is as hereinbefore defined in the section describing conipounds of the formula V) by a 
process for exanaple as described in (i) above. 

Compounds of fhe formula XV and salts thereof may be made by reacting 
IS compounds of the formulae XIV and IV as hereinbefore defined, under the conditions 
described in (a) hereinbefore, to give a compound of the formula XV or salt thereof, 
(iv) Compounds of the formula VII and salts thereof may be made by reacting a 
compound of the formula XVI: 



20 




(XVI) 

25 (wherein nng C, R^ s and each are as hereinbefore defined and the in the 4-position and 
the othCT in a further position on ring C may be the same or different) with a compound of 
the formula IV as hereinbe&re defined, the reaction for example being effected by a process 
as described in (a) above. 

(v) Compounds of formula DC as defined hereinbefore and salts th^of may for 
30 example be made by the reaction of compounds of fonnula V as defined hereinbefore with 
compounds of the formula XVII: 



L'-Ci-salkyl-L^ (XVII) 
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(wherein is as hereinbefore defined) to give compounds of formula DC or salts thereof The 

reaction may be effected for example by a process as described in (b) above* 

(vi) latermediate compounds wherein is -SO- or -SO2- may be prepared by oxidation 
5 from the corresponding compound in which is -S- or -SO- (when X^ is -SO2- is required in 

tbie final product). Conventional oxidation conditions and reagents for such reactions are well 

known to the skilled chemist. 

When a pharmaceutically acceptable salt of a compound of the formula I is required, 

it maybe obtained, for example, by reaction of said compound with, for example, an acid 
10 using a conventional procedure, the acid having a pharmaceutically acceptable anion. 

Many of the intermediates defined herein, for example, Hbose of tiie formulae IV, V, 

VH, DC and XV are novel and these are provided as a further feature of the invention. The 

preparation of these compounds is as described herein and/or is by methods well known to 

persons skilled in the art of organic chemistry. 
1 5 The identification of compounds which potently inhibit the tyrosine kinase activity 

associated witii VEGF receptors such as Pit and/or KDR and which inhibit angiogenesis 

and/or increased vascular permeability is desirable and is the subject of the present invention. 

These properties may be assessed, for example, using one or more of the procedures set out 

below: 

20 (a) In Vitro Receptor Tyrosine K inase Inhi bition Test 

This assay determines the ability of a test compound to inhibit tyrosine kinase 
activity. DNA encoding VEGF, FGF or EOF receptor cytoplasmic domains maybe obtained 
by total gene synthesis (Edwards M, Ihtemational Biotechnology Lab 5(3), 19-25, 1987) or by 
cloning. These may then be expressed in a suitable expression S3^tem to obtain polypeptide 

25 with tyrosine kinase activity. For example VEGF, FGF and EOF recqptor cytoplasmic 
domains, which were obtained by expression of recombinant protein m insect ceUs, were 
found to display intrinsic tyrosine kinase activity. In the case of the VEGF receptor Fit 
(Genbanik accession number X51602), a l.Tkb DNA fragment encoding most of the 
cytoplasmic domain, commencing with methionine 783 and including tiie termination codon, 

30 described by Shftuya et al (Oncogene, 1990, 5: 519-524), was isolated from cDNA and 
cloned into a baculovirus transplacement vector (for example pAcYMl (see The Baculovims 
Expression System: A Laboratory Guide, L.A. King and R. D. Possee, Chapman and Hall, 
1992) or pAc360 or pBlueBacHis (available from Ihvitrogen Corporation)). This recombinant 
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constnict was co-transfected into insect cells (for example Spodoptera frugiperda 21(Sd)) 
with viral DNA (eg Pharmingen BaculoGold) to prepare recombinant baculoviros. (Details of 
the methods for the assembly of recombinant DNA molecules and the prqparation and use of 
5 recombinant baculovirus can be found in standard texts for example Sambrook et al, 1989, 
Molecular cloning - A Laboratory Manual, 2nd edition. Cold Spring Harbour Laboratory Press 
and O'Reilly et al, 1992, Baculovirus Expression Vectors - A Laboratory Manual, W. H. 
Freeman and Co, New York). For other tyrosine kinases for use in assays, cytoplasmic 
fragments starting from methionine 806 (KDR, Genbank accession number L04947), 
10 methionine 668 (EGF receptor, Genbank accession number X00588) and methionine 399 
(PGF Rl receptor, Genbank accession numb^ XS1803) maybe cloned and expressed in a 
similar manner. 

For expression of cFlt tyrosine kinase activity, Sf21 cells were infected with 
plaque-pure cFlt recombinant virus at a multiplicity of infection of 3 and harvested 48 hours 

IS later. Harvested cells were washed witii ice cold phosphate buffered sal^ 

(IQmM sodium phosphate pH7.4, 138mM sodium chloride, 2.7mM potassium chloride) then 
resuspended in ice cold HNTG/PMSF (2QmM Hepes pH7.5, ISQmM sodium chloride, 10% 
v/v glycerol, 1% vAr Triton XI 00, L5mM magnesium chloride, ImM ethylene glycol- 
bis(Paminoethyl ether) NJ»IJ^*,N'-tetraacetic acid (EGTA), ImM PMSF 

20 (phenyimethylsu]phonyl fluoride); the PMSF is added just before use from a freshly-prepared 
lOOmM solution m methanol) using 1ml HNTG/PMSF per 10 million cells. The suspensicm 
was centrifiiged for 10 minutes at 13,000 rpm at A^C^ the supernatant (enzyme stock) was 
removed and stored in aliquots at -70**C. Each new batch of stock enzyme was titrated in the 
assay by dilution with enzyme diluent (lOOmM Hepes pH 7.4, 0.2mM sodium orthovanadate, 

25 0.1% v/v Triton X100,0.2mMdithiothreitol). For a typical batch, stock enzyme is diluted 1 
in 2000 with enzyme diluent and SOjil of dilute enzyme is used for each assay well. 

A stock of substrate solution was prepared from a random copolymer containing 
tyrosine, for example Poly (Glu, Ala, Tyr) 6:3:1 (Sigma P3899), stored as 1 mg/ml stock in 
PBS at -20°C and diluted 1 in 500 with PBS for plate coating. 

30 On the day before tiie assay lOOjud of diluted substrate solution was dispensed into 

all wells of assay plates (Nunc maxisoip 9&-well immunoplates) which w^ sealed and left 
ovemi^t at 4*^C. 
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Qn the day of fhe assay fhe substrate solution was discaided and the assay plate 
wells were washed once with PBST (PBS containing 0.05% v/v Tween 20) and once with 
50mMHepespH7A 

5 Test compounds were diluted with 10% dimethylsulphoxide (DMSO) and 25|li1 of 

diluted conipound was transferred to wells in the washed assay plates, "Total" control wells 
contained 10% DMSO instead of compound. Twenty five microlitres of 40inM 
manganese(II)chloride containing 8|iM adenosine-5*-triphosphate (ATP) was added to all test 
wells except 'l^lanik" control wells which contained manganese(II)chloiide without ATP. To 

10 start the reactions SOfxl of freshly diluted enzyme was added to each well and the plates were 
incubated at room temperature for 20 minutes. The liquid was then discarded and the wells 
were washed twice with PBST. One hundred microlitres of mouse IgG anti-phosphotyrosine 
antibody (Upstate Biotechnology Inc. product 05-321), diluted 1 in 6000 with PBST 
containing 0.5% wA^ bovine serum albumin (BSA), was added to each well and the plates 

1 5 were incubated for 1 hour at room temperature before discarding the liquid and washing the 
wells twice with PBST. One hundred microhtres of horse radish peroxidase (BDRP)-linked 
sheep anti-mouse Ig antibody (Amersham product NXA 93 1), diluted 1 in 500 with PBST 
containing 0.5% w/v BSA, was added and the plates were incubated for 1 hour at room 
tea5)erature before discarding the liquid and washing the wells twice with PBST. One 

20 hundred microlitres of 2,2'-azino-bis(3-ethylbeDzthiazoline-6-sulphonic acid) (ABTS) 

solution, freshly prepared using one 50mg ABTS tablet (Boehringer 1204 521) in 50ml freshly 
prepared 5QmM phosphate-citrate buffer pHS.O + 0.03% sodium perborate (made wi& 1 
phosphate citrate buffer with sodium perborate (PCSB) cqpsule (Sigma P4922) per 100ml 
distilled water), was added to each well. Plates were then incubated for 20-60 minutes at 

25 room tenqperature until the optical density value of tiie "total" control wells, measured at 
405nm using a plate reading spectrophotometer, was approximately 1.0. "Blank" (no ATP) 
and "total" (no coiqpound) control values were used to determine the dilution range of test 
compound which gave 50% inhibtion of enzyme activity. 



30 



(b) In Vitro HUVEC Proliferation Assay 

This assay determines the ability of a test compound to inhibit the growth fector- 
stimulated proliferation of human umbilical vein endothelial cells (EnjVEC). 
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HUVEC cells were isolated in MCDB 131 (Gibco BRL) + 7.5% v/v foetal calf 
serum (PCS) and were plated out (at passage 2 to 8), in MCDB 131 + 2% v/v PCS + 3fig/ml 
heparin + Ijig/ml hydrocortisone, at a concentration of 1000 cells/well in 96 well plates. 
5 After a minimum of 4 hours they were dosed with the appropriate growth factor (i.e. VEGF 
3ng/nal, EGF 3ng/ml or b-FGF 0.3ng/ml) and conqwund. The cultures were then incubated 
for 4 days at Sl^'C with 7.5% CO2. On day 4 the cultures were pulsed with luCi/well of 
tritiated-thymidine (Amersham product TRA 61) and incubated for 4 hours. The cells were 
harvested using a 96-well plate harvester (Tomtek) and then assayed for incoiporation of 
10 tritium with a Beta plate counter. Incorporation ofiadioactivify into cells, e3q)ressed as cpm, 
was used to measure inhibition of growth fiactor-stimulated cell proliferation by compounds. 

(c) Jn Vivo Solid T^immir D isease Model 

This test measures the capacity of compounds to inhibit soUd tumour growth. 

1 5 CaLu-6 tumour xenografts were established in flie flank of female athymic Swiss 

md/nu mice, by subcutaneous injection of 1x10^ CaLa-6 cells/mouse in lOOjil of a 50% (v/v) 
solution of Matrigel in serum free culture medium. Ten days after cellular implant, mice w^ 
allocated to groups of 8-10, so as to achieve comparable group mean volumes. Tumours were 
measured using vernier calipers and volumes were calculated as: (lxw)x V(/ xw)x (71/6) , 

20 where / is the longest diameter and w the diameter perpendicular to the longest. Test 
compounds were administered orally once daily for a minimum of 21 days, and control 
animals received compound diluent. Tumours were measured twice weekly. The level of 
growth inhibition was calculated by comparison of the mean tumour volume of the control 
group versus the treatment group using a Student T test and/or a Mann-Whitney Rank Sum 

25 Test. The inMbitoiy effect of compound treatment was coiidderedsigiiifi 

According to a further aspect of the invention there is provided a pharmaceutical 
composition which comprises a compound of the formula I as defined hereinbefore or a 
pharmaceutically acceptable salt thereof, in association with a pharmaceutically acceptable 
excipient or carrier. 

30 The composition may be in a form suitable for oral administration, for example as a 

tablet or capsule, for parenteral injection (including intravenous, subcutaneous, intramuscular, 
intravascular or infusion) for example as a sterile solution, suspension or emulsion, for topical 
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administratioii for example as an ointmeat or cream or for rectal administration for example as 
a suppository* In general fhe above compositions may be prepared in a conventional manner 
using conventional excipients. 
5 The compositions of the present invention are advantageously presented in unit 

dosage form. The compound will normally be administered to a warm-blooded animal at a 
unit dose within the range 5-5000mg per square metre body area of the animal, i,e. 
approximately 0.1-lOOmg/kg. A unit dose in the range, for sample, 1-lOOmg/kg, preferably 
l-50mg/kg is envisaged and this normally provides a ther^eutically-efifective dose. A unit 
10 dose form such as a tablet or capsule will usually contain, for example l-2SQmg of active 
ingredient. 

According to a further aspect of the present invention there is provided a compound 
of fh& fomiula I or a phannaceutically acceptable salt thereof as defined hereinbefore for use 
in a method of treatment of the human or animal body by ther^y. 
15 We have found that compounds of flie presmt invention inhibit VEGF receptor 

tyrosine kinase activity and are therefore of interest for their antiangiogenic effects and/or 
their ability to cause a reduction in vascular pemieability. 

A further feature of flie present invention is a compound of formula I, or a 
phaimaceutically acceptable salt thereof, for use as a medicament, conveniently a compoimd 
20 of formula I, or a phaimaceutically acceptable salt thereof, for use as a medicament for 

producing an antiangiogenic and/or vascular permeability reducing eflfect in a warm-blooded 
animal such as ahuman being. 

Thus according to a further aspect of the invention there is provided the use of a 
compound of the formula I, or a phannaceutically acceptable salt thereof in the manufacture 
25 of a medicammt for use in the production of an antiangiogenic and/or vascular permeability 
reducing effect in a warm-'blooded animal such as a human being. 

According to a fiirther feature of the invention there is provided a method for 
producing an antiangiogenic and/or vascular permeability reducing effect in a warm-blooded 
animal, such as a human being, in need of such treatment which comprises administering to 
30 said animal an effective amount of a conqpound of formula I or a phannaceutically accqptable 
salt thereof as defined hereinbefore. 

As stated above the size of the dose required for the therapeutic or prophylactic 
treatment of a particular disease state will necessarily be varied depending on the host treated. 
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the route of admmistratioii and the severity of the iUness being treated. Preferably a daily 
dose in the range of l-SQmg/kg is eaq>loyed However the daily dose will necessarily be 
varied depending ixpon the host treated, the particular route of administration, and the severity 
5 of the illness being treated. Accordingly the optimuni dosage may be determined by the 
practitioner who is treating any particular patient. 

The antiangiogenic and/or vascular permeability reducing treatment defined 
hereinbefore may be applied as a sole therapy or may involve, in addition to a compound of 
the invention, one or more other substances and/or treatmoats. Such conjoint treatment may 

10 be achieved by way of the simultaneous, sequential or separate administration of the 

individual components of the treatment. Li the field of medical oncology it is normal practice 
to use a combination of differmt forms of treatment to treat each patient with cancer. In 
medical oncology the other compon^t(s) of such conjoint treatment in addition to the 
antiangiogenic and/or vascular penneabiUty reducing treatment defined hereinbefore may be: 

15 surgery, radiotherapy or ch^othersqpy. Such chemotherapy may cover three main categories 
of therapeutic agent: 

(i) other antiangiogenic agents that work by different mechanisms &om those defined 
hereinbefore (for example linomide, inhibitors of integrin avp3 Amotion, angiostatin, razoxin, 
thalidomide), and including vascular targeting agents (for example combretastatin phosphate 

20 and the vascular damaging agents described in International Patent AppUcation Publication 
No. WO 99/02166 the entire disclosure of which docimient is incorporated herein by 
reference, (for example N-acetylcolchinol-O-phosphate), and in International Patent 
AppUcation Publication No. WO 00/40529 the entire disclosure of which document is 
incorporated herein by reference); 

25 (ii) cytostatic agents such as antioestrogens (for example tamoxifen,toremifene, raloxifene, 
droloxifene, iodoxyfene), progestogens (for example megestrol acetate), aromatase inhibitors 
(for example anastrozole, letrazole, vorazole, exemestane), antiprogestogens, antiandrogens 
(for example flutamide, nilutamide, bicalutamide, cyproterone acetate), LHRH agonists and 
antagonists (for example goserelin acetate, luproUde), inhibitors of testosterone 5a- 

30 dihydroreductase (for example finasteride), anti-invasion agents (for exanqple 

metalloproteinase inhibitors like marimastat and inhibitors of urokinase plasminogen activator 
receptor fimction) and inhibitors of growth factor function, (such growth factors include for 
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example platelet derived growth fictor and hepatocyte growth &ctor such inhibitors include 
growth &ctor antibodies, growth factor receptor antibodies, tyrosine kmase inhibitors and 
serine/threonine kinase inhibitors); and 
5 (iii) antiprolif^ative/antineoplastic drugs and combinations thereof, as used in medical 
oncology, such as antimetabolites (for example antifolates like methotrexate, 
fluoropyrimidines like S-fluorouracil, purine and adenosine analogues, cytosine arabinoside); 
antitumour antibiotics (for example anthracyclines like doxorubicin, daunomycin, epirubicin 
and idarubicin, mitomycin-C, dactinomycin, mithramycin); platinum derivatives (for example 

10 ci^latin, carboplatin); alkylating agents (for example nitrogen mustard, melphalan, 

chlorambucil, busulphan, cyclophosphamide, ifos£unide, nitrosoureas, thiotepa); antimitotic 
agents (for example vinca alkaloids like vincristine and taxoids like taxol, taxotere); 
topoisomerase inhibitors (for example qpipodophyllotoxins like etqposide and teniposide, 
amsacrine, topotecan, and also irinotecan); also CTzymes (for example asparaginase); and 

15 Ayniidylate synthase inMbitors (for example raltitrexed); 
and additional types of chemottieiapeutic agent include: 

(iv) biological response modifiers (for exaxnple interferon); and 

(v) antibodies (for example edrecolomab). 

For example such conjoint treatment may be achieved by way of the simultaneous, 
20 sequential or separate administration of a compound of formula I as defined hereinbefore, and 
a vascular targeting ag^t described in WO 99/02166 such as N-acetylcolchinol-O-phosphate 
(Exampe 1 of WO 99/02166). 

As stated above the conQ)ounds defined m the present invention are of int^st for their 
antiangiogenic and/or vascular permeabiUly reducing effects. Such compounds of the 
25 invention are expected to be useful in a wide range of disease states including cancer, 

diabetes, psoriasis, iheumatoid arthritis, Kaposi's sarcoma, haamangioma, acute and chronic 
nephropathies, atheroma, arterial restenosis, autoimmune diseases, acute inflammation, 
excessive scar fomoation and adhesions, lyrnphoedCTia, endometriosis, dysfimctional uterine 
bleeding and ocular diseases with retinal vessel proliferation. In particular such confounds of 
30 the invention are expected to slow advantageously the growth of primary and recurrent solid 
tumours of; for example, the colon, breast, prostate, lungs and skin. More particularly such 
compoimds of the invention are expected to inhibit the growth of those primary and recurrent 
solid tumours which are associated with VEGF, especially those tumours which are 
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significantly dependent on VEGF for their growth and sprea4 including for example, certain 
tumours ofthe colon, breast, prostate, lung, vulva and skiiL 

In addition to their use in therapeutic medicine, the compounds of formula I and 
5 their phaimaceutically accqptable salts are also useful as pharmacological tools in the 

development and standardisation of in vitro and in vivo test systems for the evaluation of the 
effects of inhibitors of VEGF receptor tyrosine kinase activity in laboratory aninaals such as 
cats, dogs, rabbits, monkeys, rats and mice, as part of the search for new therapeutic agents. 

It is to be understood that where the term "ether'' is used anywhere in this 
10 specification it refers to diethyl ether. 

The invention will now be illustrated in the following non-limiting Examples in 
which, unless otherwise stated:- 

(i) evaporations were earned out by rotary evaporation in vacuo and work-up 
procedures were canied out after removal of residual solids such as drying agents by filtration; 
1 5 (ii) operations were canied out at ambient temperature, that is in the range 1 8-2S^C 

and under an atmosphere of an inert gas such as argon; 

(iii) column chromatogr^hy (by the flash procedure) and medium pressure liquid 
chromatography (MPLC) were performed on Merck Kieselgel silica (Art. 9385) or Merck 
Lichroprep RP-IS (Art. 9303) reversed-phase sihca obtained fiom E. Merck, Darmstadt, 

20 Germany; 

(iv) yields are given for illustration only and are not necessarily the mflTfimnm 
attainable; 

(v) melting points are uncorrected and were determined using a Mettler SP62 
automatic melting point q)paratus, an oil-bath sqpparatus or a KofiQer hot plate apparatus. 

25 (vi) the structures of the end-products of the formula I were confirmed by nuclear 

(generally proton) ctiagnetic resonance (NMR) and mass qpectral techniques; proton magnetic 
resonance chemical shift values were measured on tihe delta scale and peak multiplicities are 
shown as follows: s, singlet; d, doublet; t, triplet; m, multiplet; br, broad; q, quartet, quin, 
quintet 

30 (vii) intennediates were not generally fuUy characterised and purity was assessed by 

fhin layer chromatography (TLC), high-performance liquid chromatography (EBPLC), infra-red 
(IR) or NMR analysis; 
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(viii) HPLC were run under 2 different conditions: 

1) on a TSK Gel super ODS 2|iM 4.6mm x Scm colimm, eluting with a gradient of methanol 
in water (containing 1% acetic acid) 20 to 100% in 5 minutes. Flow rate 1.4 mlAninute. 

5 Detection: U.V. at 254 nm and light scattering detections; 

2) on a TSK Gel super ODS 2pM 4.6nmi x Scm column, eluting with a gradient of methanol 
in water (containing 1% acetic acid) 0 to 100% in 7 minutes. Flow rate 1.4 ml/minute. 
Detection: U.V. at 254 mn and li^t scattering detections. 

(ix) petrolemn ether refers to that fraction boiling between 40-60**C 
10 (x) the following abbreviations have been used:- 

DMF NjN-dimethylformamide 

DMSO dimethylsulphoxide 

TEA triflnoroacetic add 
15 NMP l-methyl-2-pyirolidinone 

THF tetrahydrofiiran 

HMDS IJ^l^^S^-'hexamethyldisilazane. 

HPLCRT HPLC retention time 

DEAD diethyl azodicarboxylate 
20 DMA dimethylacetamide 

DMAP 4-dimethylaminopyridiQe 

Example 1 




25 ' 



2 



3 
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Under nitrogen to a suspension of sodium hydride (60%) (24mg, 0.6 nunol) in DMF 
was added S-hydroxy-2-methylindole (88 mg, 0.6 nunol) followed by 2-chloro-5- 
trifluoiomethylpyridine (91 mg, 0.5 nunol). After stirring for 24 hours at 80^C» the mixture 
5 was poured onto a column of siUca and eluted with methylene chloride to give 2-(2- 
methylindol-5-yloxy)-5-triflnoromethylpyriduie (72 mg, 49%). 

NMR Spectrum: (CDCI3) 2.46 (s, 3H) ; 6.25 (s, IH) ; 6.82-6,97 (m, 2H) ; 7.25 (s, IH) ; 
7.32 (s, IH) ; 7.85 (dd, IH) ; 7.95 (br s, IH) ; 8.45 (s, IH) 
MS -ESI: 293 [MH]+ 

0 

Example 2 

The following illustrate representative pharmaceutical dosage forms containing the 
compound of formula I, or a pharmaceutically acceptable salt thereof (hereafter conxpound X), 



for therapeutic or prophylactic use in humans: 

15 

(a) Tablet I me/tablet 

ConxpoundX 100 

Lactose Ph-Eur 182,75 

Croscarmellose sodium 12.0 

20 Maize starch paste (5% w/v paste) 2,25 

Magnesium stearate 3.0 

(b) Tablet II mg/tablet 
Compound X 50 

25 Lactose Ph.Eur 223.75 

Croscaimellose sodium 6.0 

Maize starch 15.0 

Polyvinylpyrrolidone (5% w/v paste) 2.25 

Magnesium stearate 3.0 

30 

(c) Tablet m mallet 

CompoimdX LO 

Lactose Ph.Eur 93.25 
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Croscaimellose sodium 4.0 

Maize standi paste (S% w/v paste) 0,75 

Magnesium stearate 1 .0 

5 (d) Ca psule mg/capsule 

ConqpoundX 10 

Lactose Ph.Eur 488.5 

Magnesium stearate 1.5 

10 (e) IhiectionI f50 mg/m» 

Compound X 5.0% w/v 

IN Sodium hydroxide solution 15.0% v/v 

0. IN Hydrochloric acid 
(to adjust pH to 7.6) 

15 Polyetiijdene glycol 400 4.5% w/v 

Water for injection to 100% 



(£) Mectionn lOmaM^ 

Compound X 1 .0% w/v 

20 Sodium phosphate BP 3.6% w/v 

O.IN Sodium hydroxide solution 15.0% v/v 

Water for injection to 100% 

(g) ]feiiectiionm. amg/ml.bufGBredtoDH6^ 

25 Compound X 0.1% w/v J 

Sodium phosphate BP 2.26% w/v V 

Citric acid 0.38% w/v 

Polyethylene glycol 400 3,5% w/v 

Water fiar injection to 100% 

30 

Note 
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The above fonnuladons maybe obtained by conventioiial procedures well known in 
fhe pharmaceutical art The tablets (aHc) may be enteric coated by conventional means, for 
example to provide a coating of cellulose acetate phthalate. 



Reference Example 1 
2-meffayl-ljEr-pyrroIo[2,3-6]pyridm-5-ol 




10 To a solution of 5-methoxy-l//-pyrrolo[2,3-6]pyridine (920 mg, 6.2 mmol) 

(Heterocycles 50, (2) 1065-1080, 1999) in methylene chloride (20inl) was added 
benzyltriethyiammoniTmi chloride (37 mg, 0.16 mmol) followed by sodium hydroxide powder 
(771 mg, 19.2 mmol). The mixture was cooled to O^C and benzylsulfonyl chloride (991 \xl, 
7.77 mmol) was added dropwise. The mixture was stirred at O^C for 15 minutes followed by 

15 2 hours at ambient temperature. The mixture was jGiltered over diatomaceous earth and the 
filtrate was ev^orated under vacuum. The residue was purified by column chromatography 
elutiiig with efhylacetate^elToleumefher (20/80 followed by 30/70). Thefiiactions 
containing the expected product were combined and evaporated to give 5-methoxy-l- 
(phenylsulfon54)-lJEr-pyirolo[23-61pyridine (1.69 g ; 94%) 

20 NMR Spectrum: (DMSO d^) 3.86 (s, 3H) ; 6.78 (d, IH) ; 7.6-7.7 (m, 3H) ; 7.72 (dd, IH) ; 
7.88 (d, IH) ; 8.02-8.12 (m, 3H) 
MS: 289.47 [M+H]+ 

A solution of 5-methoxy-l-^henylsulfonyI)-lif-pyrrolo[2,3-6]pyridine (900 mg, 3.12 
mmol) in THF (22.5 ml) was added dropwise to a solution of Uthium diisopropylamide 

25 prepared from nBu-Ii (2.5M in hexane) ; 2.5 ml) and diisopropylamine (874 (il) in THF 
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(13.5 ml)) cooled at -25^C and the mixture was stirred for 30 minutes. Methyl iodide (215 (il, 
3.44 mmol) in THF (9 ml) was then added dzopwise and the mixture was stined for 10 

5 minutes at -25^C, left to warm up to ambient temperature and stirred for 15 The 
mixture was then poured onto ice/water. The mixture was then extracted with ethyl acetate. 
The organic layer was separated, washed with water, brine, dried (MgS04), filtered and 
evaporated. The residue was purified by column chromatography, eluting with ethyl 
acetate/petroleum ether (20/80 followed by 30/70). The firactions containing the expected 
10 product were combined and evaporated to give 5-methoxy-2-methyl-l-(phenylsulfonyl)-liif- 
pyrrolo[2,3-6]pyridine (805 mg, 85%). 

NMR Spectrum: (DMSOde) 2.7 (s, 3H) ; 3.82 (s, 3H) ; 6.5 1 (d, IH) ; 7.49 (d, IH) ; 7.59 
(dd, 2H) ;7.7 (m, IH) ; 8.0-8.1 (m, 3H) 
MS: 303.5 [M+H]+ 

15 A solution of 5-methoxy-2-methyl-l-(phenylsulfonyl)-ljF^pyn:olo[2,3-6]^ (950 

mg, 3.14 mmol) and 40% aqueous sodium hydroxyde (106 ml) in methanol (160 ml) was 
heated at reflux for 30 minutes. After cooling, the mixture was poured onto cooled water and 
extracted with ethyl acetate. The organic layer was separated, washed with water, brine, dried 
(MgS04), filtered and evaporated. The residue was purified by column chromatography 

20 eluting with ethyl acetate/petroleum ether (1/1). The firactions containing the expected 
product were combined and evaporated to give 5-methoxy-2-methyH-H-pyrrolo[2,3- 
Z?]pyridine (462 mg, 91%). 

NMR Spectrum: (DMSO de) 2.38 (s, 3H) ; 3.8 (s, 3H) ; 6.06 (d, IH) ; 7.39 (d, IH) ; 7.82 
(d^lH) 

25 MS; 163.3 [M+H]+ 

A solution of boron tribromide (64 (il, 0.68 rmnol) in methylene chloride (200 fxl) was 
added to a solution of 5-mefhoxy-2-methyl-lif-pyrroloI2,3-6]pyridine (50 mg, 0.308 mmol) in 
methylene chloride (4 ml) cooled at -30^C. The mixture was left to warm up to ambient 
temperature and fixrfher stirred for 3 hours. The mixture was poured onto ice. The pH was 

30 adjusted to 6.2 with 6N aqueous sodium hydroxide followed by 2 N aqueous hydrogen 
chloride. The mixture was extracted with ethyl acetate. The organic layer was washed witfi 
water, followed by brine and dried (MgS04), filtered and the filtrate was evaporated. The 
residue was purified by column chromatogn5)hy, eluting with with methylene chloride 
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followed by mefhylene chloride/methanol (98/2 followed by 95/5). The fractions containing 
the expected product were combined and evaporated to give 2-methyI-lir-pyrroloI2,3- 
*lpyridin-5-ol (45 mg, quantitative). 

NMR Spectrum: (DMSO dg) 2.4 (s, 3H) ; 5.96 (s, IH) ; 7.12 (d, IH) ; 7.69 (d, IH) ; 8.9 (s, 
IH); 11.07 (br s, IH) 
MS: 149.2 [M+H]+ 
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CLAIMS 



1. The use of a compound of fhe fonnula I: 



5 




(D 

wherein: 

IS ring C is a S or 6-memberedhete[oaiomatic ring containing at least one nitrogen atom and 
optionally containing a further 1-2 heteroatoms, selected independentiy from O, S and N; 
either any one of Gi, Gz, Cb, G4 and G5 is nitrogen and the other four are -CH-, 
or Gi, Gi, G5, G4 and Gs are all -CH-; 

Z is -0-, -NH-, -S-, -CH2- or a direct bond; Z is linked to any one of Gi, G2, G3 and G4 which 

20 is a free carbon atom; 

n is an integer from 0 to S; any of the substituents may be attached at any free carbon atom 
of fhe indole, azaindole or mdazole group, such free carbon atoms may be Gi, G2, G3, G4 or 
Gs or may be at the 3-position of the indole, azaindole or indazole group; 
m is an integer fit>m 0 to 4; 

25 represents hydrogen, CMalkyl, CMalkoxyCi-Aallcyl, aminoCMaliyl, Ci-aalkylaminoCi- 
4alkyl, di(Ci-3alkyl)atninoCi-4alkyl, C2.5alkenylaiimioCi-4alkyl, C2-5alkynylaminoCMalkyl, - 
Ci-5aJkyl(ring A) wherein ring A is selected from azetidinyl, pyrrolidinyl, piperidinyl, 
piperazinyl, moipholino and thiomoipholino and wherein ring A may bear one or more 
substituents selected from Ci^alkyl, C2.5alkenyl, C2^alkynyl, hydroxy, 0x0, halogeno, cyano, 

30 cyanoCi-4alkyl,Ci^a]kylsulphonylandCMalkanoyl; 

rq)resents hydrogen, 0x0, hydroxy, halogeno, CMalkyl, CMalkoxy, Ci^alkoxyCMalkyl, 
aminoCMalkyl, Ci.3alkylaminoCMalkyl, di(Ci.3alkyl)aminoCMalkyl, -Ci-5alkyl(ringB) 
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wherein ling B is selected fipm azetidinyl, pyrrolidinyl^ pipetidmyl, piperazinyl, N- 
metii)4piperazinyl, N-efhylpiperazinyl, morpholino and fhiomorpholino; 

represents hydrogen, hydroxy, halogeno, cyano, nitro, ttifluoromethyl, Ci-aaOcjd, Ci. 
5 salkoxy, Ci-aalkylsulphanyl, -NR^^ (wherein and which may be the same or diflferent, 
each represents hydrogen or Ci-salkyl), or R^^- (wherem X* represents a direct bond, -0-, - 
CH2-, -0C(0>, -C(0>, -S-, -SO-, .SO2-, -NR^C(O)-, -C(0)NR^ -S02NR^ -NR^SQz- or - 
NR^°- (wherem R^ R^, R^, R^ and R*^ each indepmdently represents hydrogen, Ci-salkyl or 
Ci-3a]koxyC2-3alkyl)5 and R^ is selected from one of the following twenty-two groups: 
10 1) hydrogen, oxiranylCMalkyl or Ci-salkyl which may be imsubstituted or which may be 
substituted with one or more groups selected from hydroxy, fluoro, chloro, bromo and amino; 

2) Ci-5alkylX^C(0)R^ ^ (wherein represents -O- or -NR^^- (in which R^^ represents 
hydrogen, Ci-salkyi or Ci.3alkoxyC2-3alkyl) and R^^ represents Ci-3alkyl, -NR^^^"^ or -OR^^ 
(wherein R^^, R^"^ and R^^ which may be the same or difiFerent each represents hydrogen, Ci- 

15 salkyl or Ci-3alkoxyC2-3alkyl)); 

3) CusalkylX^R^^ (wherein X^ represents -0-, -S-, -SO-, -SO2-, -0C(O)-, -NR"C(0>, - 
C(0)NR^'^-, -SOzNR^^ -NR^^S02- or -NR^^- (wherein R^^ R^^ R^^ R^^ and R^^ each 
independently represents hydrogen, Ci.3alk}d or Ci.3alkoxyC2.3a]kyl) and R^^ rqvresents 
hydrogen, Ci.aalkyl, cyclcq>entyl, cyclohexyl or a 4-, 5- or 6-membered saturated heterocyclic 

20 group with 1-2 heteroatoms, selected independently from O, S and N, which Ci.3alkyl groiq) 
may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno and CMdlkoxy and which 
cychc gxmp nmy bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno, cyano, Ci. 
4C3^oa]kyl, Ci-4alkyl, Ci^ydroxyalkyl, Ci^alkoxy, Ci-4alkoxyCi.4alkyl, Ci- 
4alkylsulphonylCi.4ancyl, CMalkoxycarbonyl, CMaminoalkyl, Ci.4alk)damino, di(Ci. 

25 4a]kyl)amino, CMalkylaminoCMalkyl, di(CMal]c)rl)ammoCi.4alkyl5 CMalkjdaminoCi. 

4alkoxy, di(CMalk5d)aminoCMalkoxy and a group -(-0-)f(CMalkyl)gringiD (wherein f is 0 or 
1 , g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic group with 1-2 
heteroatoms, selected independently from O, S and N, which cycUc group may bear one or 
more substituents selected from CMalkyl)); 

30 4) Ci-5alkylX^Ci.5alkylX^^^ (wherein X* and X^ which may be flie same or different are each 
.0-, -S-, -SO-, -SO2-, -NR^^C(0)-, -C(0)NR\ -S02NR^^-, -NR^^S02- or -NR^^- (wherein 

R^, R^^, R^^ and R^^ each indep^dently represents hydrogen, Ci-salkyl or Ci-3alkoxyC2. 
aalkyl) and R^ represents hydrogen, Ci.3alkyl or C^salkoxyCa-salkyl); 
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5) (wherein R^^ is a 4-, 5- or 6-member6d saturated heterocyclic group (lioked via cazbon 
or nitrogen) with 1-2 heteroatoms, selected independently &om O, S and N, which 
heterocycHc group may bear 1 or 2 substitixeDts selected from oxo, hydroxy, halogeno, cyano, 

5 CMcyanoaDcyl, CiJflOsyl, Ci-4hydroxyalkyl, CMalkoxy, CiJisikmoyl^ Ci.4a]kDxyCMa]lEyl, Cu 
4alkyisulphonyl, CMalkylsulphonylCMalkyl, Ci.4a]ls^xycarbonyl, CMaminoalkyl, Ci. 
4alkylaniino, &.{Ci^aIkyl)anmxOy CMdlkylaminoCMalkyl, di(CMa]]c/l)aminoCMal]cyl, Ci. 
4a]kylaininoCMa]koxy, di(CMalkyl)aminoCMaIkoxy and a group -(-0-)f(Ci4alkyl)gringD 
(wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated heterocyclic 
10 group with 1-2 heteroatoms, selected independently firom O, S and N, which cyclic group may 
bear one or more substituents selected &om CMalkyl)); 

6) Ci-salkylR^^ (wherein R^^ is as defined herein); 

7) Ca-salkenylR^^ (wherein R^^ is as defined h^ein); 

8) C2.5alkynylR^^ (wherein R^^ is as defined herein); 

15 9) R^^ (wherein R^^ represents a pyridone group, a phenyl group or a 5-6-membered aromatic 
heterocycHc group (linked via carbon or nitrogen) with 1-3 heteroatoms selected fix>m O, N 
and S, which pyridone, phenyl or aromatic heterocycHc group may carry up to 5 substitumts 
selected fix)m hydroxy, halogeno, amino, CMalkyl, CMalkoxy, Ci-4hydroxyalkyl, C|. 
4amiaoalkyl, Ci^alkylamino, Ci-4hydroxyalkoxy, carboxy, trifluoromethyl, cyano, - 

20 C(0)NR^°R^^ , -NR^^C(0)R^^ (wherein R^°, R^^ and R^^ which may be the same or 
different, each represents hydrogra, CMalkjd or Ci.3a]koxyC2.3al]syl) and a group -(-0-)i(Ci. 
4alkyl)giingD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6-membered saturated 
heterocycHc groiQ> with 1-2 heteroatoms, selected independently fiom O, S and N, which 
cycHc groiqp may bear one or more substituents selected from Ci.4alkyl)); 

25 10) Ci-sallq^lR^^ (wherein R^^ is as defined herein); 

1 1) C2-5alkenylR^^ (wherein R^^ is as defined herein); 

12) C2-5alkynylR^^ (wherein R^^ is as defined herein); 

13) C^alkylX^^*^ (wherein represents -O-, -S-, -SO-, -SOz-, -NR^^C(0)-, -C(0)NR^^-, - 
S02NR^^-, -NR^'^SCV or -NR^^- (wherein R^, R^^ R^^ R^^ and R^*^ each independently 

30 represents hydrogen, Ci.salkyl or CLsaOcoxyCz-aalkyl) and R^^ is as defined herein); 

14) C2-5alkenylxV^ (wherein represents -0-, -S-, -SO-, -SO2-, -NR^''C(0)-, -C(0)NR'^% 
-S02NR^^-, -NR^^S02- or -NR^^- (wherein R^^ R^°, R^^', R^^^ and R^^ each independently 
represents hydrogen, Ci.aalkyl or Ci.3a]koxyC2-3alkyl) and R^^ is as defined herein); 
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15) Ci^alkynylX^^' (whearein X* rqaresents -0-, -S-, -SO-, -SO2-, -NR^C(OK -C(0)NR^-, 
-SQzNR^-, -NR^'SCb- or -NR*"- (whenan R'^, R^, R*' and R*' eaish independently 
represents hydrogen, Ci-salkyl or Ci^allcdxyC^aalk}^ and R^ is as defined herein); 
5 16) Ci^ialk3^Ci.4alkylR^' (wherein X* represents -0-, -S-, -SO-, -SOr, -NR'^'CCO)-, - 
C(0)NR^°-, -SOaNR^'-, -NR^^SOr or -NR^^- (wherranR'*', R^°, R^ andR® eadi 
indepODdently represents hydrogen, Ci-aalkyl or Ci-aalkoxyCz-aallqd) and R^ is as defined 
herein); 

17) Ci.4a]kylX^CiuialkylR^^ (wherein X* and R^* are as defined herein); 
10 18) C2-5a]kenyl which may be unsubstitated or which may be substituted witii one or more 
groups selected from hydroxy, fluoro, amino, CMaHsylamino, ls[^-di(CMalkyl)anaino, 
aminosulphonyl, M-CMalkylaminosulphonyl andN,N-di(CMaIkyl)aminosulphonyl; 

19) C2-salkynyl which may be unsubstituted or which may be substituted with one or more 
groiqis selected from hydroxy, fluoro, amino, CMalkylamino, N,H-di(Ci^(alkyl)ainino, 

15 aminosulphonyl, M-CMalkylaminosulphonyl and I;^-di(Ci.4a]kyl)aminosulphonyl; 

20) C2^a]keny]X'Ci.4alk3^^^ (wherein and R^' are as defined heidn); 

21) Qs.salkynjdX'CMallgrlR^ (wherein Xf and R^^ are as defined herein); and 

22) Ci.4allQ'lR^(CMa]kyl)q(:?i^R^' (wherein is as defined herein, qisO(a:l,risOorl, 
and R^* and R^^ are each independently selected fiom hydrogen, Ci-salkyl, cyclopentyl, 

20 cyclohexyl and a 4-, S- or 6-membmd saturated heterocyclic groiqp witii 1-2 heteroatoms, 
selected indqpendently from 0, S and N, which Ci-salkyl group may bear 1 or 2 substituents 
selected &om oxo, hydroxy, halogeno and C^alkoxy and which cyclic gro\9 may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno, cyano, CMcyanoalkyl, CMalkyl, Ci- 
4hyckoxyalkyU CMalkoxy, CMalkoxyCMalkyl, CMalkylsulphonylCMaDcyl, Ci. 

25 4alkoxycarbonyl, Ci-4aminoa]kyl, Ci-4aIkylamino, di(Ci-4alkyl)ainino, Ci^alkylaminoCi- 
4alkyl, di(CMalkyl)aminoCi-4alkyl, Ci-4alkylaminoCMalkoxy, di(Ciw^alkyl)aminoCi^alkoxy 
and a group -(-0-)f{Ci-4alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-, 5- or 6- 
membered saturated heterocyclic groiq) with 1-2 heteroatoms, selected independently from O, 
S and N, which cyclic group may bear one or more substituents selected from CMa]kyl)» with 

30 the proviso that R^"^ cannot be hydrogen); 

and additionally wherein any Ci-salkyl, Ca-salkenyl or C2-5alkynyl groiq) m R^X*- may bear 
one or more substituents selected from hydroxy, halogeno and amino); 
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or a salt thereof, in the manufacture of a medicament for use in the production of an 
antiangiogenic and/or vascular peimeability reducing e£fect in wami-blooded animals such as 
humans. 

5 

2. The use of a compound of the formula I according to claim 1 wherein 
the optionally substituted indole moiety of formula II: 

I 

(H) 

wherein R\ R*", Gi, Gi, G3, G4 and G5 and n are as defined in claim 1; 
15 is selected fi-om the indole moieties: 

4-fluoro-2-methylindol-5-yl, 2-methylindol-5-yl, 2-methylindol-6-yl, 2,3-dimethylindol-5-yl, 
l-methylindol-5-yl, l,2-dimethylindol-5-yl, 4-fluoroindol-5-yl, 6-fl.uoroindol-5-yl, indol-5-yl, 
and 3-methylindol-5-yL 



20 3. A compound of the formula lb: 



25 




(lb) 

30 wherein ring C, R**, R' , R^, m and n are as defined in claim 1 and Zb represents -0-, 
-NH-or-S-; 
with the proviso that: 

if Z is -S- then at least one R^ is not hydrogen; 
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if Z is -O- then at least one is not selected fiom hydrogen, methoxy, nitio» cyano, cbloio 
and amino and if is a group R^-X^ then is not selected from -NR^ -C(0)NR'^- and - 
C(py wherein R^ R^ and R*^ are as defined in claim 1; 
5 if Z is -KH- then at least one R^ is not selected from hydrogen, methyl, trifluorometbyl, nitro, 
amino, carbamoyl, methylsulphonyl, benzyl, phenylcarbonylamino, benzylcarbamoyl and 
benzylsulphanyl and if R^ is a group R^-X^ then X^ is not selected from -NR^^- and a direct 
bond wherem R^ and R^^ are as defined in claim 1 ; 
or a salt thereof 

0 

4. A compound according to claim 3 wherein ring C is selected from one of the 
following seven moieties: 




(0 (ii) (Hi) (iv) 




IS wherein Z is Zb as defined in claim 3 but is not part of ring C. 

5. A compound according to claim 3 or claim 4 wherein ring C is a pyrimidine 
ring or a pyridyl ring. 

20 6. A compound according to any one of claims 3 to 5 

wherein Z is -0- or -NH-. 

7. A compound according to any one of claims 3 to 6 
wherein R^ is hydrogen. 

25 
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8. A compound according to any one of clauns 3 to 7 wherein represents 
methyl, efhyl, trifluoromethyl or halogeno. 

5 9. A compound according to any one ofclaims 3 to 8 wherein represents 

hydroxy, halogeno, nitro, trifluoromethyl, Ci-salkyl, cyano, amino or R^X^- [wherein is as 
dejQned in claim 1 and R^ is selected from one of the following twenty groups: 

1) Ci-aalkyl which may be unsubstituted or which mzy be substituted with one or more groups 
selected from fluoro, chloro and bromo, or Ca-aalkyl which may be unsubstituted or 

1 0 substituted with one or more groups selected from hydroxy and anrino; 

2) 2-(3,3-dimethylureido)ethyl, 3-(3,3-dimethylureido)propyl, 2-(3-methylureido)ethyl, 3-(3- 
methylureido)propyl, 2-ureidoethyl, 3-ureidopropyl, 2-(N,N-dimethylcarbamoyloxy)ethyl, 3- 
(N,N-dimethylcarbamoyloxy)propyl, 2-'(N-methylcarbamoyloxy)ethyl, 3-(Nr 
methylcarbamoyloxy)propyl, 2-(carbamoyloxy)ethyl, 3-(caibamoyloxy)propyl, or2-(N- 

15 methyl-N-(butoxycarbonyl)amino)eth>i; 

3) C2-3alkylX^^^ (wherein X^ is as defined in claim 1 and R^^ is a groirp selected from Ci. 
salkyl, cyclopentyl, cyclohexyU pyrrolidinyl, piperidinyl, pipera2myl, azetidinyl, 
imidazolidinyl and tetrahydropyranyl which groiQ) is linked to X^ through a carbon atom and 
which Ci.aaBgd groi^ may bear 1 or 2 substituents selected from hydroxy, halogeno and Ci. 

20 2alkoxy and which cyclopentyl, cyclohexyl, pyrroHdmyl, piperidinyl, piperazmyl, azetidinyl, 
imidazoHdinyl or tetrahydropyranyl group may bear one substituent selected from oxo, 
hydroxy, halogeno, cyano, C^acyanoalkyl, Ci-2allcyl, Ci-ahydroxyalkyl, Ci-ialkoxy, Ci- 
2alkoxyCi.3aIkyl, Ci.2alkylsulphonylCi-3aIkyl, Ci-aalkoxycarbonyl, Ci.aalkylamino, di(Ci- 
3alkyl)amino, Ci.aalkylaminoCi-aalkyl, di(Ci.3alkyl)aimnoCi-3alkyl, Ci-salkylaminoCi- 

25 aalkoxy, di(Ci.3alkyI)aminoCu3alkoxy and a group -(-0-)f(Ci-3alkyl)gringD (wherein f is 0 or 
1, g is 0 or 1 and ring D is a heterocychc group selected from pyrrolidinyl, methylpiperazinyl, 
piperidinyl, azetidinyl, moipholino and thiomoipholino)); 

4) C2-3alkylX^C2-3alkylX^R^^ (whwein X^ and X^ are as defined in claim 1 and R^ represents 
hydrogen or Ci.2alkyl); 

30 5) R^^ (wherein R^^ is as defined in claim 1); 

6) Ci-3alkylR^^ (wherein R^^ is a group selected from pyrrolidinyl, piperazinyl, piperidinyl, 
azetidinyl, imidazolidinyl, l,3-dioxolan-2-yl, l,3-dioxan-2-yl, l,3-dithiolan-2-yl and 1,3- 
dithian-2-yl, which group is linked to Cu^sSkyl through a carbon atom and which group noay 
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bear 1 or 2 substituents selected fcam oxo, hydroxy, halogeno, cyano, Ci.2cyanoalkyl, Ci- 
2allcyl, Ci-2hydroxyaIkyl» Ci.2alkoxy» Ci-aalkanoyl, Ci.2alkoxyCi.3alkyl» Ci.2a]k>4suIphonyl, 
Ci.2alkylsulphonylCi.3alkyl, Ci.2alkoxycarbonyl, Ci.salkylamino, di(Ci.3aIkyl)a]iuno, Ci. 
5 aalkylaminoCi.salkyl, di(Ci.3a]kyl)aminoCi.3a]kyl, Ci.aalkylaminoCi.aalkoxy, di(Ci. 
3a]kyl)azDinoCi.salkoxy and a group -(-O-KCi.aalkyQgtingD (wherein f is 0 or 1, g is 0 or 1 
and ring D is a heterocyclic group selected from pyrrolidinyl» methy^iperaziny^ piperidinyl, 
azetidinyl, morpholino and thiomorpholino)) or C2.3alkylR^ (wherein R^^ is a group selected 
from morpholino, thiomorpholino, azetidin-l-yl, pyrrolidin-l-yl, piperazin-l-yl and 

10 piperidino which group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, 
cyano, Ci-2cyanoaIkyl, Ci.2alkyl, Ci.2hydroxyalkyl, Ci-aalkoxy, Ci.2alkanoyl, Ci.aalkoxyCi. 
salkyl, Ci.2alkylsulphonyl, Ci-2a]kylsulphonylCi.3alkyl, Ci.2alkoxycarbonyl, Ci.salkylamino, 
di(Ci.3alkyl)amino, Ci.salkylaminoCi.salkyI, di(Ci-3alkyl)aminoCi-3alkyl, Ci-aalkylaminoCi- 
3alkoxy, di(Ci.3alkyl)aininoCi-3alkoxy and a group -(-0-)£(Ci.3alkyl)gringD (wherein f is 0 or 

15 1, g is 0 or 1 and ring D is a heterocyclic groi^ selected from pyrrolidinyl, methylpiperazinyl, 
piperidinyl, azetidinyl, morpholino and thiomorpholino)); 

7) R^' (wherein R^^ is as deJBned in claim 1); 

8) CMalkylR^^ (wherein R^^ is as defined in claim 1); 

9) l-R^h>ut-2-en-4-yl (wherein R^ is as defined in claim 1); 
20 10) l-R^^ut-2-yn-4-yl (wherein R^^ is as defined in claim 1); 

1 1) Ci.3aIkylX^^^ (wherein and R^^ are as defined in claim 1); 

12) l-(R^^^)but-2-en-4-yl (wherein and R^^ are as defined in claim 1); 

13) l-0El^^X^)but-2-yn-4-yl (wherein X* aad R^ are as defined in claim 1); 

14) C2.3alkj1X^Ci-3attylR^^ (wherdn X? and R^^ are as defined in claim 1); 
25 15) C2.3aIkyD{?Ci.3alkylR^^ (wherein X^ and R^^ are as defined in claim 1); 

16) C2.5alkenyl which may be unsubstituted or which may be substituted with one or more 
fluorine atoms or with one or two groups selected fix)m hydroxy, fluoro, amino, Ci- 
4a]kylamino, N,N-di(Ci-4a]kyl)amino, aminosulphonyl, IJ-CMalkylaxninosulphonyl andlitM- 
di(CMalkyl)aminosulphonyl; 
30 1 7) C2-5alkynyl which may be unsubstituted or whidi may be substituted with one or more 
fluorine atoms or with one or two groups selected firom hydroxy, fluoro, amino, Ci- 
Aalkylamino, N,N-di(Ci-4alkyl)amino, aminosulphonyl, N-Ci^alkylaminosulphonyl andN,N- 
di(CMalkyl)aminosulphonyl; 
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18) C2.3alkenylX^Ci.3al]Q^lR^^ (wherem and R^^ are as defined in claim 1); 

19) C^-aalkynylX^Ci-aalkym^^ (iwhorein and are as defined in claim 1); and 

20) Ci-3alkylR^(Ci-3aIkyl)qp{?),R^^ (wherein X?, q, r, R^ and R^^ are as defined in claim 1); 
5 and additionally wherein any Ci.salkyl, C2.sa]keiiyl or C2.5alkynyl group in R^^- may bear 

one or more substituents selected fi:om hydroxy, halogeno and amino]. 

10. A compomid selected from: 
2-(2-methylindol-5-yloxy)-5-trifluoromethylpyridine 

10 or a salt thereof. 

1 1 . A compound according to any one of claims 3 to 10 in the form of a 
phannaceutically acc^table salt 

IS 12. A process for the preparation of a corqpound of formula lb or a salt Hieteof 

which conqirises: 

(a) the reaction of a compound of the formula m: 




m 

25 (wherem ring C, and m areas deGned in claim 1 and is a displaceable moiely), with a 
compouid of Ifae fomula IV: 



30 
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(wherein R^, and n are as as defined in claim 1, Gi, G2, G3, G4 and G5 are all -CH-, and Zb 
10 is as defined in claim 3); 

(b) a compound of formula I or a salt thereof wherein at least one R^ is R^X^ wherein 
R^ is as defined in claim 1 and is -O-, -OC(0)- or -NR^°- (wherein R^° mdependently 
represents hydrogen, Ci-aalkyl or Ci-aalkoxyCa-aalkyl) may be prepared by the reaction of a 
comcpoimd of the foimnla V: 



15 



20 




(V) 

25 (wherem ring C, R^ R\ R^ and n are as defined in claim 1, Gu G2, G3, Q4 and G5 are all -CH-, 
Zb is as defined in claim 3 and X^ is as hecem defibaed in this section and s is an integer from 
0 to 3) with a compound of formula VI: 



R^-L^ (VI) 

30 

(wherein R^ is as defined in claim 1 and is as defined herein); 

(c) a compound of the formula I or a salt thereof wherein at least one R^ is R^^ 

wherein R^ is as defined in claim 1 and X^ is -0-, -S-, OC(Oy or -NR^^- (wherein R^ 
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rqnesents hydrogen, Qoalkyl or Ci.3aIkoxyC2.3aIkyl) may be prepared by the reaction of a 
compound of the formula VII: 



5 




(vn) 

with a compound of the formula VUI: 

15 R^-X^-H (Vffl) 

(wherein ring C, R\ R^ R^ and n are all as defined in claim 1, Gi, G2, G3, G4 and G5 are 
all -CH-, Zb is as defined in claim 3, and s are as defined herein and is as herein defined 
in this section); 

20 (d) a compound ofthe formula I or a salt thereofwherein at least one R^ is R^X^ wherein 
is as defined in claim 1 and R^ is Ci-salkylR^, wherein R^^ is selected firom one of the 
£3llowing nine groups: 

1) X^^Ci-aalkyl (wherein X^^ represents -0-, -S-, -SO2-, -NR®C(0)- or-NR^SOz- (wherem 
R^^ and R^ which may be the same or dififerent are each hydrogm, Ci-salkyl or Ci-3alkoxyC2- 

25 3alkyl); 

2) NR^R^^ (wherein R^^ and R^ which may be the same or different are each hydrogen, Q. 
3alkyl or Ci.3alkoxyC2-3aD£yl); 

3) X"Cu5alkylX^^ (wherein X" represents -O, -S-, -SQ2-, -NR^^C(OK -NR^*S02- or- 
NR^- (wherein R^^, R^^ and which maybe Ihe same or different are each hydrogen, Ci. 

30 3alkyl or Ci-3alkoxyC2.3alkyl) and X^ and R^ are as defined in claim 1); 

4) R^^ (wherein R^^ is as defined in claim 1); 
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5) X^^R^^ (wherem X^^ represenls -O, -S-, -SO2-, -NR^^C(O)-, -NR^^SQz-, or-NR^- 
(wherein R^^ R^^ and R^ which may be the same or different are each hydrogen, Ci-salkyl or 
Ci.3alkoxyC2^alk3i) and R^ is as defined in claim 1); and 

5 6) X^^Ci.3alkyiR^^ (wherein X^^ represents -0-, -S-, -SQ2-, -NR'^C(O)-, -NR^^SCb- or-NR^^- 
(wherein R^^ R^* and R^^ each independently represats hydrogen, Cu^sSkyl or 
Ci„3alkoxyC2.3alkyl) and R^^ is as defined in claim 1); 

7) R^^ (wherein R^^ is as defined in claim 1); 

8) X^^CMalkylR^^ (wherein X^^ and R^^ are as defined in claim 1); and 

10 9) R^'^(CMalkyi)q(X^R^^ (wherein q, r, X^, R^"^ and R^^ are as defined in claim 1); 
may be prepared by reacting a compomid of the formula DC: 




(wherein ring C, X\ R^ R^ R^ and n are as defined m claim 1, Gi, G2, G3, G4 and G5 are all - 
CH-, Zb is as defined in claim 3 and and s are as defined herein) with a con^oimd of the 
formula X: 

25 R^^-H (X) 

(wherein R^^ is as defined herein); 

(e) a conq)Ound of the formula lb or a salt thereof wherein one or more of the 
substituents (R^)m is repr^euted by -KR^^^, whare (me (and the other is hydrogen) or both 
30 of R^^ and R'^^ are Ci-sallQ^l, may be effected by the reaction of compounds of formula I 
wherein the substituent (R^)ni is an amino group and an alkylating agent; 
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(f) a compound of the foxmula lb or a salt thereof wherein is -SO- or -SQr may be 
prepared by oxidation fiom the corresponding compound in which is -S- or -SO- (when X^ 
is -SO2- is required in the final product); 

and when a salt of a compound of formula lb is required, reaction of the compound obtained 
5 with an acid or base whereby to obtain the desired salt 

13. A pharmaceutical composition which comprises a compound of the formula lb 
as defined in claim 3 or a phaimaceutically acceptable salt thereof, in association with a 
pharmaceutically acceptable exdpient or carrier. 

10 

14. A method for producing an antiangiogenic and/or vascular permeability 
reducing effect in a warm-blooded animal in need of such treatment which comprises 
adrninistering to said animal an effective amount of a compound of formula I as defined in 
claim 1 or a pharmaceutically acceptable salt thereof. 
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